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The use of salicylate in the treatment of acute rheu- 
matic fever has been common practice for many years. 
The dose of the drug to be employed has been the 
subject of much speculation, but until recently no 
quantitative studies had been made. It is only in the 
last year that there has been an attempt at correlating 
the efficacy of salicylate therapy with the concentration 
of the drug in the circulating blood plasma. The 
importance of maintaining the plasma salicylate level 
above 350 micrograms per cubic centimeter in_ the 
treatment of acute rheumatic fever has been emphasized 
by Coburn.’ We have treated a series of patients 
with acute rheumatic fever with this aim im view and 
the results obtained are reported in this paper. 


METILOD 

Selection of Cases.—For this study cases were selected 
in which a definite diagnosis of acute rheumatic fever 
could be established. To reach the diagnosis and to 
follow the course of the disease, the following clinical 
and laboratory data were used: history, physical e: xami- 
nation, blood count, erythrocyte sedimentation rate,” 
antistreptolysin titer “and electrocardiogram. 

Method of Therapy.—In most cases therapy was not 
instituted until twenty-four hours after admission im 
order to permit the collection of preliminary laboratory 
data. An attempt was made to maintain the serum 
salicylate level between 350 and 450 micrograms per 
cubic centimeter. Such a level will be referred to 
throughout the paper as the “optimal” level. In most 
cases soditun salicylate was administered orally ; enteric 
coated tablets of 0.3 Gm. were used. In the beginning 


of the study, doses ranged from 0.9 to 1.5 Gm. every 
jour hours, day and night. Later, in order to reach 
optimal levels more quickly, double these doses 


(1.8 Gm.-3.0 Gm. every four hours day and night) 
were used for the first twelve hours and then the doses 
were adjusted according to the levels obtained. A 
few of the € patients received intravenous therapy for the 
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first two or three days. From 7 to 10 Gm. of sodium 
salicvlate dissolved in from 250 to 300 ce. of isotonic 
solution of sodium chloride was given each day over 
a period of one to two hours. Contrary to the cus- 
tomary mode of therapy, sodium bicarbonate was not 
given because it has been shown that it tends to lower 
the concentration of salicylate in the blood.! Salicylate 
serum levels were determined by the colorimetric 
method of Brodie, Udenfriend and Coburn ® every day 
until the level wa$ stabilized, then every other day. 
The salicylate levels were determined on serum instead 
of plasma." ¢ Jptimal levels were maintained through- 
out the course of the disease and for two weeks after 
the erythrocyte sedimentation rate had fallen below 
20 mm. in one hour. Such a regimen will be referred 
to as “adequate” salicylate therapy. Generally the 
patient was allowed up during the last week of salicylate 
therapy, was kept one more week in the hospital with- 
out salicylate and then was discharged, unless recrudes- 
cence of rheumatic activity had occurred. 
CASE REPORTS AND RESULTS 
Thirty-five patients (37 attacks) were studied. Of 
these, for various reasons, only 21 patients (23 attacks ) 
were adequately treated according to the criteria detined. 
Of these 21 patients (23 attacks), 17 patients (18 
attacks) responded in a similar manner, the only dif- 
ference being that, in 9 patients (9 attacks), the 
rheumatic .activity by all available criteria had subsided 
within two to three weeks after the institution of 
therapy ; in 7 patients (7 attacks) the rheumatic activity 
had Subsided in three and one-half to five weeks and 
in 2 patients (2 attacks) it subsided respectively i 
eight and twelve weeks. The first attack of the je 
in a patient whose second attack has been included 
in the, group of 17 patients (18 attacks) hereabove, 
and + other patients (4 attacks) are included in the 
adequately treated group of 21 patients (23 attacks ) 
although they do not completely fulfil our criteria of 
adequate therapy. ‘These cases will be therefore sum- 
marized (see cases 17, 18, 19, 20 and 21). 

Figure 1 illustrates a typical case in which rheumatic 
activity subsided within three weeks. 

Case 1—A white woman aged 32, American born, had had a 
sore throat two weeks before admission and was admitted to 
the hospital complaining of migratory joint pains for two days. 
There was a history of a tender, red, swollen lett ankle at the 
age of 15. Physical examination revealed a temperature of 
ll.2 2 F. and a warm, tender, Slightly swollen lett knee Joint. 
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The heart was normal on physical examination. A diagnosis 
was made of acute rheumatic fever, rheumatic arthritis of the 
left knee and rheumatic myocarditis. The PR interval was 
Q.18 second on admission, increased to 0.22 on the tenth day 
and seven weeks later had decreased to 0.18 second. Oral 
salicylate therapy (1.8 Gm. every four hours day and night 
for three and one-hali days, then 1 Gm. every four hours for 
three days and then 1.2 Gm. every four hours until discharge) 
was started on the second hospital day. On the third day 
the serum salicylate level was 321 micrograms per cubic cen- 
timeter and from then on the levels were optimal until dis- 
chargé. The erythrocyte sedimentation rate declined gradually 
from 123 on admission to 15 on the twenty-first hospital day. 
Salicylate therapy was continued until the thirty-ninth hos- 
pital day, at which time the patient was discharged free from 
symptoms. 


This was a case of acute rheumatic fever with mono- 
arthritis and electrocardiographic signs cf cardiac 
involvement, in which the erythrocyte sedimentation 
rate fell and remained below 20 after twenty days of 
adequate salicylate therapy. The PR interval decreased 
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Kig. Course of a patient with acute rheumatic fever who was 
adequately treated. From top to bottom, temperature (in degrees Fahren- 
het), erythrocyte sedimentation rate (in millimeters per hour), serum 
salicylate level Gmicrograms per cubic centimeter), oral doses of sodium 
salicevlate Gn grams). Time in days, 


toward normal while the patient was on salicylate ther- 
apy and reached a normal value two weeks after 
treatment was discontinued, 

Case 17.—A youth aged 17, a Puerto Rican, had had poly- 
arthritis at the age of 12 and had “grip” four months before 
admission. © After this ilness he was tollowed for the next 
three months in the outpatient department. During this time 
the question of low grade rheumatic activity was raised because 
of sedimentation rates of 33 and 27 on two occasions, although 
the patient had no other suggestive signs or symptoms. One 
week before admission the erythrocyte sedimentation rate rose 
to 72 and the patient was admitted to the hospital with a 
diagnosis of acute rheumatic fever, myocarditis, “mitral stenosis 
and insufficiency and aortic insufficiency. * Oral salicylate 
therapy, 1.2 Gm. every four hours day and night, was started 
on the second hospital day and continued for the first four days, 
the doses then being adjusted according to the serum levels. 
()ptimal levels were reached on the third day of therapy 
(fourth hospital day) and were maintained optimal for thirty- 
eight days except for six days when the levels were slightly 
below optimal values. On admission the electrocardiogram 
showed a PR = interval of 0.20 second and the erythrocyte 
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sedimentation rate was 37. On the twentieth hospital day 
the patient developed cardiac failure, was digitalized and was 
kept digitalized throughout the rest of the hospital stay. The 
erythrocyte sedimentation rate fell to 20 on the thirty-eighth 
hospital day and was 17 on the fortieth hospital day. Sali- 
cylates were withdrawn on the forty-first hospital day. The 
following day the temperature was 100.5 F. and rose gradually 
to 101.5 I. tour days later. The erythrocyte sedimentation 
rate on that day was 51. The patient complained of pains in 
the knees but had had no recent sore throat or upper respira- 
tory infection. Salicylate therapy was started again (1.2 Gm. 
every four hours) after an interruption of five days, and 
optimal levels were reached and maintained from the second 
day of therapy on. The erythrocyte sedimentation rate fell 
to 15 on the fifty-sixth day of the second course of therapy 
(102d hospital day). On the 106th hospital day the cardiac 
rhythm changed from regular sinus rhythm to auricular fibril- 
lation. From the fifty-sixth day of the second course of 
therapy the erythrocyte sedimentation rate remained below 20 
except for readings of 34, 22 and 30 on the 116th, 120th and 
124th hospital days, and salicylates were stopped on the 142d 
hospital day. After one week without salicylates the erythro- 
cyte sedimentation rate was 7 and the patient was discharged. 
free from symptoms. Krom the ninety-seventh hospital day 
on the patient was givens 1.5 to 2 Gm. of sulfadiazine per day 
because the throat culture of the patient in the next bed yielded 
hemolytic streptococcus. 


This was a case of acute rheumatic fever with myo- 
carditis in a patient with one previous attack of rheu- 
matic fever in which optimal levels were maintained for 
thirty-one out of thirty-seven days of salicylate therapy 
and in which the erythrocyte sedimentation rate fell 
from 37 to 20 after thirty-seven days of therapy. A 
flare-up of the rheumatic process occurred after the 
salicylates were stopped, and during the second course 
of therapy optimal levels were maintained for fifty-six 
days, at which time the erythrocyte sedimentation rate 
had fallen from 63 to 15.) We do not know whether 
the second attack of rheumatic fever was due to a 
new hemolytic streptococcus infection or to the recru- 
descence of the still active rheumatic process which 
Hared up because salicylate therapy was stopped too 
soon. Beeause of the latter possibility, in subsequent 
cases optimal salicylate levels were maintained for two 
weeks after the erythrocyte sedimentation rate had 
fallen below 20. The first attack has been included 
in the adequately treated group, although the erythrocyte 
sedimentation rate had been below 20 for only four days 
hefore salicylate therapy was stopped. This seems 
legitimate, since what we are concerned with in this 
paper is the duration and not the recrudescence of the 
(lisease, 

Case Negro woman aged 50, whose past history 
was irrelevant, three weeks before admission had had a. sore 
throat, which was followed by migratory polyarthritis. She 
Was admitted to the hospital with the diagnosis of acute rheu- 
matic fever, polyarthritis and myocarditis. Because of the 
presence on admission of a rough apical systolic murmur, 
evidently of organic origin, it was thought that, although the 
past history was negative, the patient had had a previous attack 
of rheumatic fever. Oral salicylate therapy (1.2 Gm, every 
four hours day and night) was started on the second hospital 
day. Optimal levels were reached on the fourth day and 
maintained for fifty-one days. On admission the PR interval 
was 0.26 second and it fell to and remained at 0.16 second 
irom the twenty-seventh hospital day on. The erythrocyte 
sedimentation rate fell from 117 on admission to 37 on the 
fifty-fourth hospital day; salicylate therapy was discontinued 
because it was thought that the elevated erythrocyte sedimen- 
tation rate might be due to some condition other than acute 
rheumatic fever. Within four days the temperature rose to 
1028 The patient developed a painful, red, swollen left 
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shoulder and the erythrocyte sedimentation rate rose to 56. 
Salicylate therapy was resumed after an interruption of four 
and one-half days; optimal levels were reached within two 
days and maintained for thirty-eight days. On the twenty- 
eighth day of the second course of salicylate therapy the 
erythrocyte sedimentation rate had fallen to 20 and, for the 
next twelve days, ranged between 18 and 24. The patient 
then signed out. 


This was a case of acute rheumatic fever with poly- 
arthritis and myocarditis in which optimal levels were 
maintained for fifty-one days, during which time the 
erythrocyte sedimentation rate fell from 117 to 37. After 
an interruption of four and one-half days a second course 
of therapy was started during which optimal levels were 
maintained for thirty-eight days. By the twenty-fourth 
day of therapy the erythrocyte sedimentation rate had 
fallen to 20 and during the next twelve days ranged 
between 18 and 24. 


Case 19—A youth aged 17, Irish, had had rheumatic fever 
at the age of 6. For the past four months he had been 
having fever ranging between 101 and 103 KF. following an 
attack of “grip.” He was admitted to the hospital with the 
diagnosis of acute rheumatic fever with rheumatic pancar- 
ditis. He had mitral stenosis insufficiency and aortic 
insufhiciency. Oral salicylate therapy (1.5 Gm. every four 
hours day and night for the first six days, then 1.2 Gm. every 
four hours) was started on the third hospital day. Optimal 
levels were maintained from the sixth to the forty-second 
hospital day. The temperature promptly fell from 102.0 F. 
on admission to 99.5 KF. The erythrocyte sedimentation rate 
varied between 65 and 118 mm. in one hour. The patient was 
digitalized on the forty-second hospital day and kept digital- 
ized throughout the admission. To substantiate the diagnosis, 
salicylate dosage was reduced on the forty-third day for six 
days and then stopped for three days. On the second day 
after salicylate therapy had been discontinued, the temperature 
gradually rose to 103 FF. The erythrocyte sedimentation rate 
remained around 120. Oral salicylate therapy (from 1.2 Gm. 
to 0.9 Gm. every four hours according to the levels obtained) 
was started again. When levels were optimal the temperature 
fell around 99.5 F. On the eighty-fourth hospital day, how- 
ever, the erythrocyte sedimentation rate was still around 120 
and it was decided to reduce the salicylate dosage, so that the 
patient might be more comiortable. The levels ranged between 
200 and 300 micrograms per cubic centimeter for the next 
two weeks. On the ninety-first hospital day the patient's 
temperature was 101 KF. and he complained of a sore throat. 
Throat culture yielded hemolytic streptococcus. Salicylate 
doses were increased so that optimal levels were again main- 
tained; the patient was given 1 Gm. of sulfadiazine a 
day, and subsequent throat cultures were negative for hemo- 
lytic streptococcus. The patient was discharged after 136-days 
in the hospital with an erythrocyte sedimentation rate con- 


also 


sistently above 100 and a temperature ranging around 99.5 F- 


This was a case of acute rheumatic fever in a boy 
who had had one previous attack of rheumatic fever 
eleven years previously. Tle was admitted with the 
diagnosis of rheumatic pancarditis. Optinjal salievlate 
levels were maintained for thirty-six days. After an 
interruption of about one week, optimal levels were 
maintained for thirty days and, after another interrup- 
tion of about one week, optimal levels were maintained 
for thirty days more and, after another interruption of 
ten days, were maintained for thirty-six days. Through- 
out the hospital stay the erythrocyte sedimentation rate 
never fell below 60, It is of interest that a loud peri- 
cardial friction rub, present on admission, persisted for 
the first two months of the period of hospitalization. 


Case 20.—Optimal salicylate levels were maintained for 
twenty-three days, at which time the erythrocyte sedimentation 
rate had fallen from 120 to 80 and the patient left the hospital. 
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Case 21.—The circumstances were similar to those noted in 
case 20, Optimal levels were maintained for eighty-four days. 
at which time the erythrocyte sedimentation rate had fallen 
from 127 to 40 and the patient leit the hospital. 


These last four cases are included in our adequately 
treated group because, even after long periods with 
optimal levels, the erythrocyte sedimentation rate was 
still far above normal. 

Cases 22, 23, 24, 25 and 26 are not used in the 
estimation of the value of adequate salicylate therapy 
but are reported here because they show many features 
of interest. Cases 22, 23 and 24 ended in death from 
fulminating pancarditis within one week of admission. 
The history of case 22 is given as illustrative of this 
group. 

Cask 22—A Negro aged 20, who had been in the hospital 
for active rheumatic fever with rheumatic myocarditis at the 
age of 14, had acute rheumatic polyarthritis for three weeks. 
He was admitted with the diagnosis of acute rheumatic fever 
with myocarditis and pericarditis, mitral stenosis insuff- 
ciency and aortic insufficiency. Oral salicylate therapy (1.6 Gm. 
every four hours day and night) was started on the second 
hospital day and, from the third day on, daily successive serum 
salicylate levels were 284, 212, 308, 377, 477 and 545 micro- 
grams per cubic centimeter. Rapid digitalization insti- 
tuted on the third hospital day. The temperature never fell 
helow 101 KF. The heart rate remained above 100 per minute. 
Qn the eighth hospital day the temperature and heart rate 
increased suddenly and the patient died in heart failure with 
pulmonary edema. 


Apparently optimal salicylate levels for three days 
did not modify the course of a severe rheumatic pan- 
carditis. 

Case 25.—A white man aged 41, whe had 
polyarthritis and iritis six years previously, 
past two months iritis and migratory 
admitted with a diagnosis of active 
valvulitis and rheumatic myocarditis. Repeated electrocardio- 
grams showed varying degrees of auriculoventricular block, 
including temporary complete auriculoventricular block. Oral 
salicylate therapy (1.2 Gm. every four hours day and night) 
Was started on the second hospital day and, trom = the third 
hospital day on, successive daily salicylate levels were above 
310 micrograms per cubic centimeter. The temperature and 
heart rate were normal up to the nineteenth hospital day. 
Varying degrees of auriculoventricular block (partial, complete ° 
and incomplete) persisted throughout the patient's illness. On 
the nineteenth day, complete auriculoventricular block developed 
and persisted. On the twenty-second hospital day the patient 
began to have convulsions. The temperature gradually 
to 106.6 EF. The patient lapsed into coma and died. 


had migratory 
had had for the 
joint pains. He was 
rheumatic fever, mitral 


rose 


Because of the varying degree of auriculoventricular 
block, it was thought that the pattent had rheumatic 
myocarditis in spite of a rather low erythroeyvte sedi- 
mentation rate (28 mm. in one hour on admission ). 
This impression was later substantiated by the fact 
that the erythrocyte sedimentation rate rose to 37. 
Barely optimal levels did not prevent the recurrence of 
complete auriculoventricular block. whief, with myocar- 
dial failure, led to death. 


Case 26.—A boy aged 16 years had had rheumatic fever 
seven. years previously. Three months before admission he 
had had a sore throat and mild joint pains. Two months 
before admission he was diagnosed in) another hospital as 
having rheumatic fever. He was admitted with a diagnosis 
of acute rheumatic fever, polyarthritis, rheumatic miyocarditis, 
mitral stenosis and insufficiency and aortic insufficiency. 


Because it was thought that the patient had subacute bacterial 
the first eight days. 
and night) 


salicylate was not given for 
(1.6 Gm. every tour 


endocarditis, 


Salicvlate therapy hours day 
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was started on the eighth hospital day, and in addition approxi- 
mately equal doses of sodium bicarbonate were given for the 
first five days. Therefore the levels for the first nine days of 
salicylate therapy varied between 228 and 392 micrograms per 
cubic centimeter but were’ mostly below 300 micrograms. For 
the next thirty-three days of therapy doses were adjusted 
according to the levels obtained (0.9 Gm. to 1.6 Gm. every 
four hours day and night) and the levels were optimal. The 
erythrocyte sedimentation rate on admission was 30 mm. in 
one hour and had risen to 66 on the day salicylate therapy 
was started. After twenty-one days of therapy the erythro- 
cyte sedimentation rate had fallen to 13 mm. in one hour and 
remained below 13 for the next thirty-one days. Optimal 
levels were maintained for twenty-one days after the erythro- 
cyte sedimentation rate had fallen to 13, then levels ranging 
from 218 to 358 micrograms per cubic centimeter were main- 
tained for six more days. Salicylate therapy was then dis- 
continued, Five days before salicylate therapy was stopped, 
a nose culture yielded hemolytic streptococcus; three days 
later a circinate erythema developed on the right forearm. 


During the next two days the temperature rose to 103° F. 
and a throat culture taken at this time yielded hemolytic 
streptococcus. The erythrocyte sedimentation rate had risen 
from 3 to 16, Salicylate therapy was started (0.9 to 1.2 Gm. 
400_ ‘ 
SERUM 
SALICYLATE 
VE 
200). 
OL 6 
10 
SODIUM 
SALICYL ATE 
0 1 4 
| 2 3 4 
DAYS 
Fig. 2.—Fluctuations of the serum salicylate level-in a patient receiving 
one daily intravenous administration of 10 Gm. of sodium salicylate 


dissolved: in 250 ec. of isotonic solution of sodium chloride over a period 
of two hours. From top to bottom, serum salicylate level (in micrograms 
ne cubic centimeter), dose of sodium salicylate (in grams). Time in 
days, 


every four hours day and night) and from the third day of 
therapy on the salicylate levels were optimal. The tempera- 
ture fell to around 100 F., but the erythrocyte sedimentation 
rate rose progressively to 8&0 during the next week. The 
patient died of cardiac failure nine days after the second course 
of salicylate therapy had been started (seventy-fourth hospital 
day). The electrocardiogram consistently showed a prolonged 
PR interval (0.22 to 0.32 second). Because the patient was 
incompletely digitalized on admission and ‘because full digitali- 
zation was completed and maintained throughout the hospital 
course, the PR interval could not be used as a reliable index 
of myocarditis. However, it is of interest that the PR inter- 
val, which had ranged from 0.22 to 0.25 second, rose to 0.32 
second during the rheumatic exacerbation which caused the 
patient’s death. 


This was a case of acute rheumatic fever with poly- 
arthritis and myocarditis in a 16 year old boy who 
already had mitral stenosis and insufficiency and aortic 
insufficiency. The patient received salicylate therapy 
for twenty days, during which the erythrocyte sedi- 
mentation rate fell from 66 to 13. Levels were main- 
tained optimal for twelve days of this period and 
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suboptimal for eight days. A second attack of acute 
rheumatic fever occurred fifteen days after a hemolytic 
streptococcus had been cultured from the patient’s nose. 
In spite of optimal salicylate levels for six days the 
patient died of acute rheumatic myocarditis on the ninth 
day of therapy. 

For various reasons the last 9 cases i (cashes 27-35) 
were inadequately treated according to the criteria 
established at the beginning of the study: either optimal 
levels were never reached or, when reached, were main- 
tained for very short periods of time. These cases 
are included in our control group. 


COMMENT 

1. Method of Therapy—At the beginning of this 
study a few patients received sodium. salicylate by 
intravenous injection. It became apparent that, even 
when an optimal serum salicylate level was reached at 
the end of the infusion, it fell below optimal values 
by the time of the next infusion. Figure 2 illustrates 
a case in which maximal fluctuations of serum salicylate 
levels were observed. 

Such fluctuations were thought to be undesirable. 
In 2 cases, to reach quickly optimal levels and maintain 
them, the oral and intravenous routes of adnunistration 
were used simultaneously for the first twenty-four to 
forty-eight hours and then the oral route was used 
exclusively. However, by giving orally doses of sodium 
salicylate which were twice the amount assumed to 
be the maintenance dose, every four hours day and 
night for four doses, and then giving the maintenance 
doses every four hours, day and might, optimal levels 
are reached within twenty-four to thirty-six hours and 
are maintained. ‘Therefore the intravenous route of 
administration offers no obvious advantage over the 
oral route and the oral route alone was used in most 
cases. Such massive oral dosage was possible because 
enteric coated sodium salicylate was used. With few 
exceptions, no vomiting occurred on this regimen. 
Although, in cases of cardiac failure, it would undoubt- 
edly he advisable to use acetylsalicylic acid instead of 
sodium salicylate to avoid the administration of unde- 
sired sodium, this was not done because enteric coated 
acetylsalicvlic acid tablets were not available. 

2. Toxic Reactions—The most common and earliest 
symptom of toxicity was tinnitus. This usually occurred 
when the salicylate level was around 200 micrograms 
per cubic centimeter. It is important to note that, before 
a method for determining the blood salicylate level 
was established, tinnitus was one of the criteria used 
by clinicians to adjust salicylate dosage. As _ higher 


levels were reached, tinnitus was replaced by deafness. 


which, in our experience, always disappeared within 
twenty-four to forty-eight hours after salicvlate therapy 
was discontinued. Some patients were nauseated ; verv 
few vomited. A few patients had very slight transient 
albuminuria. 

When blood levels above 500 micrograms per cubic 
centimeter were established, serious reactions occurred 
in some patients. Hyperpnea was the most common of 
these. During the periods of hyperpnea, the serum 
carbon dioxide content fell as low as 25.8 volumes per 
cent. few patients developed sinus tachycardia 
although the temperature remained normal. The tachy- 
cardia subsided rapidly when the level fell to an optimal 
range. At such high levels apathy and drowsiness were. 
the rule and several patients had intermittent auditory 
and visual hallucinations. One patient, who was char- 
acterized by a psychiatrist as having schizophrenic ten- 
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dencies when not receiving any medication, developed 
an acute psychosis. Another patient became stuporous 
and remained unconscious with levels above 600 micro- 
grams per cubic centimeter. All of these toxic reactions 
cleared completely when the salicylate level fell below 
300 micrograms per cubic centimeter. 

3. Evaluation of Results —PBefore attempting to 
appraise the value of salicylate therapy, it is essential 
to consider the criteria employed to establish the pres- 
ence and subsidence of rheumatic activity. Unfortu- 
nately, there is no simple or specific test which has been 
shown to measure accurately the degree of rheumatic 
activity. Local and systemic manifestations of rheu- 
matic activity are not a reliable criterion. Thus, fever, 
pain, swelling and redness of the joints disappear within 
twenty-four to forty-eight hours after the beginning 
of the admimstration of even small doses of salicylate, 
although rheumatic activity persists and, indeed, if sali- 
cvlate therapy is then stopped, all symptoms of acute 
rheumatict fever reappear. Clinical signs of cardiac 
involvement such as pericardial friction rub and gallop 
rhythm are seen in only a few cases, are impossible to 
quantitate and are known to disappear while rheumatic 
activity is still present. 

The leukocyte count is not elevated in every case and, 
when it 1s elevated, may return to normal within four 
to five days. The antistreptolysin titer is not elevated 
in every case and does not parallel the degree or 
duration of rheumatic activity. [Electrocardivographic 
changes are not present in all cases and occasionally 
are permanent. 

The erythrocyte sedimentation rate is the best avail- 
able criterion with which to follow the course of an 
attack of acute rheumatic fever and detect rheumatic 
activity. It is probable that there are patients with 
rheumatic activity who have a normal erythrocyte sedi- 
mentation rate. All the cases that were studied had 
an elevated erythrocyte sedimentation rate initially. 
Likewise, it seems possible that the rheumatic activity 
may subside before the return of the erythrocyte sedi- 
mentation rate to a normal value. Therefore the use of 
the erythrocyte sedimentation rate as the criterion of 
rheumatic activity might have led us to test our method 
. therapy in patients in whom rheumatic activity had in 

reality already subsided. This objection does not, how- 
ever, seem valid in our cases, because all of the patients 
studied had, in addition to a high erythrocyte sedimenta- 
tion rate, one or several other manifestations of rheu- 
matic activity. A very pertinent objection to the use 
of the erythrocyte sedimentation rate as a criterion is 
the fact that it is a nonspecific test and can be moditied 
by many causes. Whereas this is undoubtedly true, 
complicating conditions apparently did not modify the 
erythrocyte sedimentation rate in this study, in whiel; 
careful search was made for them. For these various 
reasons it seemed reasonable to consider the erythrocyte 
sedimentation rate as a reliable criterion of rheumatic 
activity with the qualifications mentioned and to use 
_ it to follow the course of the disease. 

The question whether adequate salicylate therapy 
shortens the course of an attack of acute rheumatic fever 
can be determined only by comparing a group of 
patients adequately treated with a control group. The 
adequately treated group consists of 21 patients 
(23 attacks). Our control group consists of 19 patients 
(19 attacks). Nine of these were patients under our 
own observation and were not adequately treated for 
various reasons. In 2 of these 9 patients optional 
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levels were never reached; in the other 7 patients 
optimal levels were obtained only for short periods. 
The remaining 10 patients of the control group had 
acute rheumatic fever and were admitted to the Pres- 
byterian Hospital in 1943; none of these patients 
received consistently more than 3.6 Gm. per day of 
sodium salicylate and most of them received equal doses 
of sodium bicarbonate. Although salicylate levels were 
not determined, it can safely be assumed from what 
we observed in patients receiving similar doses and 
on whom we determined salicylate levels, that optimal 
levels were never reached. 

In analyzing the results obtained, one must bear 
in mind that there are several known factors other 
than drug treatment which might modify the course 
of acute rheumatic fever and which might have masked 
the possible efheacy of adequate salicylate therapy. 
These factors are (1) the age of the patient, (2) the 
number of previous attacks of rheumatic fever, (3) the 
existence of previous rheumatic cardiac involvement, 
(4) the existence of cardiac involvement during the 
attack studied, (3) the duration of the attack before 
therapy is instituted and (6) the possibility of vearly 
variations in the intensity of the disease. 

Comparing the adequately treated and the control 
groups and taking the age of 13 as the end of childhood, 
there are in the adequately treated group 20 adults 
and 1 child, and in the control group 15 adults and 4 
children. In the adequately treated group, 13 patients 
had had a previous attack of rheumatic fever and 10 
patients in the control group had had a previous attack. 
In the adequately treated group & patients and in the 
control group 7 patients had had previous rheumatic 
cardiac involvement. Thirteen patients m= the ade- 
quately treated’ group and 10 patients in the control 
group had cardiac involvement during the attacks of 
rheumatic fever that were studied. The duration of 
the attacks before therapy was instituted is essentially 
the same in the control group and in the adequately 
treated group. All patients in both groups were treated 
within two months of the onset of the disease, with 
the exception of 1 patient of the control group who 
had had symptoms for three months and 2 patients im 
the adequately treated group who had had symptoms 
of rheumatic fever, | for three months and 1 for four 
and one-half months. Whereas fluctuations in_ the 
severity of the disease are believed to exist from year 
to vear, these would hardly appear to be of sufficient 
significance to vitiate the results. 

Figure 3 shows the variation of the erythrocyte sedi- 
mentation rate im the group of adequately treated 
patients over a period of sixty days and figure 4+ shows 
the variation in the erythrocyte sedimentation rate in 
the control group over the same period of time. The 
accompanying table summarizes the results obtained in 
the two groups. 

At the end of two weeks the erythrocyte sedimentation 
rate was still above 20 in all cases of the control group 
and in 22 out of the 23 attacks of the adequately treated 
group. At the end of three weeks the erythrocyte 
sedimentation rate was still above 20 in 16 cases of the 
adequately treated group and in 16 cases of the control 
group. At the end of four weeks the erythrocyte sedi- 
inentation rate was above 20 in 13 cases of the ade- 
quately treated group and in 12 cases of the contro! 
group. At the end of five weeks the erythrocyte sedh- 
mentation rate was still above 20 in 10 cases of the 
adequately treated group and in & cases of the control 
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group. At the end of six weeks the erythrocyte sedi- 
mentation rate was still above 20 in 6 cases of the 
adequately treated group and in 4+ cases of the control 
group. LEvidentiy, when the results obtained in a group 
of patients who receive adequate salicylate therapy are 
compared with the results obtained in a group of patients 


Fig. 3. Variations of the erythrocyte sedimentation rate over a period 
of sixty days in the group of adequately treated patients. Time in days. 


in Whom optimal serum salicylate levels were never 
reached or, when, reached, were maintained for very 
short periods, it is obvious that adequate therapy does 
not shorten the duration of an attack of acute rheumatic 
fever. However, it is possible that adequate salicylate 


Fig. 4. —Variations of the erythrocyte sedimentation rate over a period 
of sixty days in the control group of patients. Time 


in days. 

therapy instituted within a few days of the onset of 
rheumatic fever might have proved efficacious in short- 
ening the course of the disease. This cannot be deter- 
mined from our study because only 5 patients (5 attacks ) 
out of the 21 patients (23 attacks) in the adequately 
treated group were treated within one week of the 
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onset of ter symptoms. [tis worthy of note, however, 
that 4 ont of these 5 responded promptly and the 
erythrocy e sedimentation rate fell below 20 within two 
to three weeks. 

SUMMARY AND CONCLUSIONS 

1. In a series of patients with acute rheumatic fever, 
optimal serum salicylate levels (350 to 300 micrograms 
per cubic centimeter) were established promptly. Such 
levels were maintained in most cases until the erythro-- 
cite sedimentation rate fell and remained below 20 for 
two weeks. Such therapy is referred to as adequate 
salicylate therapy. 

2. To achieve optimal levels promptly, oral, intra- 
venous and combined routes of administration were 
used. As a result of the study of the first cases treated, 
oral administration was used exclusively i most cases. 
Doses of sodium salicylate twice the maintenance dose 
were given every four hours for the first twelve hours ; 
then the maintenance dose was given and adjusted 
according to the levels obtained. The maintenance dose 
ranged between O.9 and LS Gin. every four hours 
day and night and was roughly computed from the 
weight of the patient. The use of enteric coated sodium 
salicylate tablets prevented, in most cases, the vomiting 
which so frequently follows the administration of large 
doses of salievlate. 


Vumber of Patients Whose Erythrocyte Sedimentation Rate 
Has Stil Above 20 Min, per Hour in (1) the Control 
Group and (2) the Adequately Treated Group After 
Two, Three, live and Six Weeks of 
Hospital Stay 


Wks. 4 Wks. Wks. G Wks. 


Wks. 
Control group Clo patients, 
Adequately treated group 
patients, 23 attacks)........ attacks 10 6 


3. The course of an attack of acute rheumatic fever 
was compared in two comparable groups of patients. 
The control group (19 patients, 19 attacks) consisted 
of 10 patients who received such small doses of acety! 
salicylic acid that, from our experience, it can be safely 
assumed that their blood salicylate level, although not 
determined, never reached optimal values, and 9 patients 
in whom optimal levels were never reached or reached 
only for short periods. The second group (21 patients, 
23 attacks) received adequate salicvlate therapy. ! 

4. The course of an attack of acute rheumatic fever 
is not shortened by adequate salicylate therapy. It 1s 
possible, however, that the course of the attack might 
he shortened by early institution of adequate salicylate 
therapy, 1. e. within one week of the onset of symptoms 
of acute rheumatic fever. 
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plague can rival yellow fever in its influence on human history 
and in the sinister impression it has made on the human mind. 
For three centuries it was persistently associated with the slave 
trade between West Africa and the Caribbean region, and it 
played probably a greater role than any other factor in deter- 
mining the course of war and piracy in the West Indies during 
the eighteenth and nineteenth centuries. Yellow tever was 
notoriously a disease of tropical ports and of the ships, particu- 
larly slave ships, that visited them. The two famous literary 
legends of the Flying Dutchman and the Ancient Mariner both 
reflect stories of ships stricken with the disease.—Burnet, Frank 
MacFarlane: Virus as Organism, Cambridge, Mass., Harvard 
University Press, 1945. 
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Qur purpose .in this article is to evaluate the role 
of penicillin in the treatment and control of gonorrhea. 
ur results do not justify the prevailing optimism held 
by the public and many of the medical profession as 
to the efficacy of penicillin as an easy, infallible cure 
of gonorrhea. Some investigators have reported from 
93 to 100 per cent cures with varving doses of penicillin.’ 
The full benefits of penicillin therapy are not achieved 
unless a careful search is made for patients who still 
harbor the disease. Penicillin will cure most cases of 
gonorrhea, but cure is not necessarily accomplished by 
the first course of the drug or by penicillin’ alone. 
Supportive treatment such as pyrotherapy and the sul- 
fonamides is necessary at times even with repeated 
courses of penicillin. It is in the interest of public 
health that the limitations of the drug should be well 
understood. 

Some workers have implied that  penicillin-treated 
gonorrhea patients need only a brief observation period 
or have intimated that an observation period is unneces- 
sary? One investigator intimated that all failures can 
be determined by the presence of a urethral discharge.® 
It has been reported also that gonococcic cultures are 
unnecessary the follow-up of penicillin-treated 
gonorrhea patients and that cure may be based on cessa- 
tion of clinical symptoms.' Others have indicated 
need for a greater period of observation.” Our: statis- 
tics indicate that an important percentage of patients 
do fail on the imitial and even subsequent courses of 
penicillin: and th. it these failures are frequent enough 
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to warrant diligent search for gonococei following such 
medication ; otherwise we shall produce carriers unaware 
of their infectiousness. The profession and the public 
should be aware that the absence of clinical symptoms 
is not satisfactory proof of cure. 

This report deals with a comparison between a brief 
(eight days) observation period under hospital condi- 
tions and a longer (nine weeks) observation under 
clinic conditions. It includes a review of the records 
of patients treated with an initial course of 200,000 
units of penicillin at the San Francisco United States 
Marine Hlospital and at the San Francisco City Clinic 
from Aug. 23, 1944 to April 20, 1945. This amount 
of penicillin was used because a review of previous 
records at the City Clinic" showed that a smaller 
amount of penicillin was not as therapeutically effica- 
cious as 200,000 units, and a greater amount of peni- 
cillin used at the Marine Hospital indicated no more 
promising results than the use of 200,000 uiits. It is 
our purpose to evaluate the records of those patients 
treated with 200,000 units of penicillin to determine 
the failure rate of this type of medication to establish 
the minimum observation period which is commensurate 
with adequate public health safeguards and generally 
practicable to the average treatment agency, and to 
contemplate the place that penicillin is likely to play 
in the public health control of gonorrhea. 


EXAMINATION AND TREATMENT 

The male patients were diagnosed by the finding of 
gonococel by spread or culture, or both, in the urethral 
discharge. If the urethral discharge was not present, 
or i gonococei were not found in the discharge, the 
demonstration of gonococer in the culture of the pros- 
tatic fluid was the determining factor. Female patients 
were diagnosed by a finding of gonococci by the spread 
or culture method in material secured from the urethra 
and cervix. The laboratory work was performed in 
the laboratories of the United States Marine Hospital 
or the San Francisco City Clinic. 

The prostatic fluid material to be examined for cul- 
ture at the Marine [lospital was secured by prostatic 
inassage and the expressed secretion was collected 
directly on the Petri dish containing the culture medium. 
This preparation was placed in the incubator within 
a maximum period of fifteen minutes. This procedure 
was followed both for diagnostic cultures and for tests 
of cure. The material to be examined for culture at 
the City Clinic was secured on a sterile co on-tipped 
applicator and was placed in 0.3 to 1.0 ce. of nutrient 
broth and refrigerated at 4+ to 8 C. with a delay of not 
more than two or three minutes. The preparation was 
streaked on culture plates within a period of one to 
three hours and placed in the incubator. All culture 
plates were incubated forty-eight hours at 35 to 36 ¢ 
i a moist atmosphere of approximately & per cent car- 
bon dioxide tension. Following this the plate was 
flooded with p-amino-dimethylaniline monohydrochlo- 
ride. Oxidase-positive colonies were examined morpho- 
logically and tinetorially for gonococct, 

The City Clinic laboratory performed 325 sugar fer- 
mentation tests, all of which. confirmed the positive 
culture findings. The hospital laboratory obtained the 
same results on 25 positive cultures. Because of the 
complete confirmation of this number of routine posi- 
tive gonococcie cultures, which included positive cul- 
tures for diagnosis and for tests of cure, we do not 
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feel it necessary to confirm all positive cultures by the 
sugar fermentation test. The nutrient broth used was 
Difco proteose-peptone No. 3, slightly enriched with 
glucose and diluted with an equal amount of ascitic 
fluid. The plate medium was composed of one third 
Difco proteose-peptone agar No. 3, one third Difco 
hemoglobin solution and one third sterile ascitic fluid. 
Tyrothricin in a dilution of 1: 25,000 was employed 
as an inhibiting factor for saprophytic organisms in this 
medium. 

It is of interest to point out that the hospital labora: 
tory found less saprophytic organisms present on plates 
when the prostatic fluid was massaged directly onto the 
culture medium than when the material lirst 
secured on a sterile cotton-tipped applicator. 

Penicillin in isotonic solution of sodium chloride was 
administered intramuscularly, 80,000 units being admin- 
istered on the first injection and 40,000 units being 
administered on each of the three subsequent injections 
at three hour intervals. The solution of penicillin was 
prepared on the day of treatment and refrigerated 
throughout. During the initial course of penicillin 
therapy no other treatment was given. Most of the 
patients treated at the Marine Hospital had no previous 


TABLE l—Results of the Adminisiration of an Initial Course 
of 200,000 Units of Penicillin to 485 Patients by Sex; 269 
Hospitalized at the San Francisco United States Marine 
Hospital and 216 Outpaiients at the San Francisco City Cluue 


ie Marine 
capital (8. F, 


San Francisco City Clinie 
nts) 


Patients) 
Mule M: atte ke male Total 
Result of Per r der Per 
"Treatment ber Cent ber Cent ber Cent ber Cent 
cd 34 13 17 17 16 16 
100 110 100 106 100) 216 100 


* Demonstrated by positive culture, 
+ According to our criterion of cure. 


sulfonamide medication, while the majority. of the 
patients who were treated at the City Clinic had 
received one or more courses of sulfathiazole or sulfa- 
diazine. All patients had a positive spread or culture 
prior to pemeillin medication, 

Thé minimum criterion of cure on all patients at the 
Mart=> Hospital was two consecutive negative cultures 
securca by prostatic massage, the first one being taken 
at least forty-eight hours and the second being taken 
at least ninety-six hours after medication was com- 
pleted. In addition the patient had a_ provocative 
urethral sound passed, usually size 24 to 26 F., within 
twenty-four hours after treatment and before the first 
culture. Wherever possible a third culture was taken 
at the end of six days. Lxcept in 2 instances all these 
patients were confined to the hospital under ambulatory 
conditions during their entire period of observation. 

The minimum eriterion ot cure on all patients at the 
City Clinic was three consecutive negative cultures 
secured by prostatic massage in the male and material 
expressed from the urethra and cervix in the female 
taken over a four week period with a minimum of one 
week between cultures. No provocative sounds were 
passed on these patients. Weekly cultures for the first 
four weeks, a fifth culture at the end of eight weeks and 
a sixth culture at the end of twelve weeks of observation 
were taken wherever possible. All these patients were 


observed under clinic conditions. 
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This report concerns 485 patients who were treated 
with an initial course of 200,000 units of penicillin. 
The report does not include 103 patients results of 
whose treatment are unknown. The results of treat- 
inent of these patients are unknown since. they trans- 
ferred or lapsed prior to meeting the minimum criterion 
of cure established 

At the Marin@ Hospital a failure was determined if 
a positive culture or spread was obtained while the 
patient was hospitalized. Two of the patients who were 
reported as having failed were found to have positive 
cultures on their return checkup at the hospital. Since 
these patients had no clinical symptoms of reinfection 
and denied sexual intercourse, they were considered to 
be failures. .\t the City Clinic a failure was determined 
if a positive culture was obtained following penicillin 
therapy and there was no clinical evidence of new 
infection. 

We considered a reinfection to have occurred in 
those male patients who developed a profuse urethral 
discharge following an asymptomatic state after peni- 
cillin therapy. We did not consider that a reinfection 
had occurred in those patients who had a slight mucoid 
moisture immediately following therapy. It was not 
possible to establish such a satisfactory criterion for 
female patients, beeause the presence of a cervical 
discharge is not clinical proof of a new infection. Com- 
parison shows that the failure rate by sex is not signifi- 
cantly different; consequently an evaluation of the 
failure rate in the male is probably applicable to that 
in the female. We are aware that this is contrary to 
the general opinion, although one of us has reported 
elsewhere ° a series which appears confirmatory of simi- 
lar rate of failure in the sexes. 

Table 1 gives the results of treatment with one course 
of 200,000 units of penicillin of 269 hospitalized cases 
at the Marine Hospital and of 216 outpatients at the 
City Clinic. Thirty-four (13 per cent) of these hos- 
pitalized patients failed to respond to treatment and 
235 (87 per cent) were cured. 

Of the 216 patients treated at the City Clinic 34 
(16 per cent) were failures and 182 (84 per cent) were 
cured, Although these were outpatients with oppor- 
tunity for sexual exposure, the failures were not con- 
sidered to be reinfections since there were no clinical 
syinptoms, as defined, indicative of new infection in 
the male and no history of sexual exposure except for 
+ male patients with profuse urethral discharges follow- 
ing an asymptomatic state after penicillin therapy who 
were possible reinfections. “Two males and 4+ females 
were possible exceptions also because they admitted 
sexual exposure, but reinfection was not substantiated 
by clincal symptoms in the male cases. 

The failure rate for the patients treated at the Marine 
Hospital is lower than would probably be found if the 
observation period was extended te include a period 
greater than one week, as at the City Clinic we found 
many failures after one week of observation. However, 
keeping these patients for longer periods of observation 
is not practical. It is possible that the passage of the 
provocative sound led to the finding of failures sooner 
than they might ordinarily have occurred. 

An evaluation of the failures occurring at the Marine 
Hospital and at the City Clinic by observation period 
and by sequence of culture showing failure is presented 
in table 2. The observation period in this table is 
defined as the period from the administration of the 
penicillin to the taking of the first positive culture. Of 
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the 34 failures at the Marine Hospital, 13 failures 
(39 per cent) were found after an observation period 
of five days or longer with positivity occurring on an 
average on the second culture. Positive cultures were 
obtained on the remaining 21 failures (61 per cent) 
from one to four days following treatment. 

At the City Clinic 13 failures (38 per cent) were 
detected by the first week of observation. “wenty-one 
failures (62 per cent) were detected after one to four 
weeks of observation, with positivity occurring on an 
average on the second culture. Thirteen of the failures 
(38 per cent) had positive cultures after five or more 
weeks of negative observation. 

Table 3 is a presentation of the average number of 
ere cultures obtained, by observation period, for 

235 cured cases at the Marine Hospital and 182 cured 
cases at the City Clinic. The period of observation is 
that period from the day of treatment with penicillin 
until the day on which the last culture was taken. It 
is to be noted that 206 cured cases (88 per cent) at the 
Marine Hospital were observed for a period of six days 
or longer, with an average of three consecutive negative 
cultures obtained. 

At the City Clinic 117 cured cases (64 per cent) were 
observed for a period of eight weeks or more, with an 
average of five consecutive negative cultures obtained. 

It is of interest to discuss the treatment results of 
those patients who failed to respond satisfactorily to an 
initial course of 200,000 units of penicillin. Of the 
34 failures occurring at the Marine Hospital, 30 patients 
were retreated with a second course of 200,000 units of 
penicillin. Twenty-four of these cases fulfilled the mini- 
mum criterion of cure, as detined; 6 failed. The 
failures were retreated with a third course of 200,000 
units of penicillin; “4 were cured with penicillin alone, 
1 was cured with penicillin and sulfadiazine and 1 failed. 
This failure was treated with a fourth course of 200,000 


TaBLe 2.—Evaluation of 34 Failures Occurring at the San 
Francisco United States Marine Hospital and of 34 Failures 
Occurring at the San Francisco City Clinic, by Observation 
Period and by Sequence of Culture Showing Failure 


United States Marine Franciseo 


Hospital (S. F.) City Clinie 
(Hospitalized Patients) (Uutpatic nts) 
Average Ave rage 
Sequence Sequence 
Obser- of Failures Obser- of Failures 
vation Culture ——--+ ~ vation Culture 
Period, Showing Num- Per Period, Showing ‘Num- Per. 
Days Failure ber Cent Weeks Failure ber Cent 
1-2 1 10 20 l | 13 38 
od 4 11 32 2 2 2 6 
2 2 2 6 
i r s 24 4 4 iz 
oe 2 4 12 
{ 6 
Total | 10 Total See 100 


units of penicillin with typhoid pyrotherapy and failed. 
He was then cured on the fifth course of 200,000 units 
of penicillin with sulfathiazole and artificial pyrotherapy. 

Four of the original 30 retreated failures were given 
a second course of penicillin with thyroid pyrotherapy 
or artificial fever therapy simultaneously, which resulted 
in 2 failures and 2 cures. One patient was given arti- 
ficial pyrotherapy simultaneously with the third course 
of penicillin and was cured, Of the 34 failures occurring 
on the initial course of 200,000 units, 30 patients were 
apparently cured by subsequent treatment with peni- 
cillin either alone or with concurrent pyrotherapy and 
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sulfathiazole; the remaining 4 failures were not given 
further treatment at the hospital. 

Of the total 34 patients who failed at the City Clinic, 
27 were given a second course of 200,000 units of peni- 
cillin. Of this number 8 failed, 10 were cured and the 
results of 9 are unknown. Five patients were given a 
third course of 200,000 units. Of these 2 failed, 1 was 
cured and the results of the remaining 3 are unknown. 
3.—Alverage Number of Negative Cultures Obtained, by 

Observation Period, for 235 Cured Cases at the San Fran- 

cisco United States Marine Hospital and for 182 Cured Cases 

at the San Francise o City Clinte 


United States Marine Su Francisco 
Hospital (S. F.) City Clinic 
( Honpt P autients) (Outpatie 


\verage 


‘Ave rage 
Obse: Numba Causes Obser- Number Cases 
vation of ~~ ~ vation of 
Period, Negative ‘Sum- Per Period, Negative Num- Per 
Duys Cultures ber Cent Weeks Cultures ber Cent 
3 2 ) 2 4 4 26 14 
2 15 6 4 12 
3 9 4 4 12 7 
3 42 i 4 3 
7 66 Is 5 13 7 


One patient who was given a third course was treated 
sunultaneously with artificial fever therapy and failed. 
This patient was retreated with 400,000 units and trans- 
ferred, The results of treatment that were unknown 
included those patients who lapsed with incomplete tests 
of cure, those who were transferred prior to completion 
of tests of cure or those patients who were still under 
observation. Of the 27 failures occurring on the initial 
course of 200,000 units, 11 patients were apparently 
cured by additional treatment with penicillin alone. 
Of those patents about whom we have information, 
none were found to resist all treatment completely. 


COMMENT 

A review of our statistical findings indicates a failure 
rate of sufficient import to justify an observation period 
after treatment. We are not prepared to state the exact 
length of this observation period. It cannot be longer 
than the availability of hospital beds and other factors 
permit, but it should be long enough to meet satisfactory 
criteria of cure. The fact that only 10 (29 per cent) 
of the failures oceurred on the first culture over an 
average observation period of one to two days indicates 
that the taking of one follow-up culture is not conclusive 
or adequate evidence of cure. [t is important in the 
analysis of the Marine Hospital failures to note that in 
all except 2 cases reintection was improbable. 

In view of the similarity of failure rate at the two 
treatment agencies, it would be indicated that the 
failure rate at the City Clinic was not to a large degree 
due to reinfections. However, a review of the period of 
observation of patients at the City Clinic would indi- 
cate the desirability of maintaining an observation 
period beyond that of the Marme Hospital if this is 
commensurate with the operation of the treatment 
agencies. It is to be noted that 21 failfires, or 62 per 
cent of all the failures occurring at the City Clinic, 
were discovered after the first week. It is probable that 
the earlier detection of failures at the Marine Hospital 
was due to the passage of sounds. 

The trauma to the congested mucosa caused by this 
procedure possibly brought organisms to the surface 
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which would otherwise have remained dormant. There 
is reasonable historical evidence indicating that these 
dormant organisms can produce a carrier state and 
subsequently lead to an activation of clinical symptoms.’ 

We have further evidence for our belief that it is posst- 
hle to have prostatic. cervical and urethral foci of 
walled off organisms that may later break down and 
produce a recurrence or carrier state. That gonococe: 
may be dormant over a long period of time is indicated 
by 3 urologic cases with a history of urethral infection 
suggestive of gonorrhea twenty to forty years previously 
with no interval activation of symptoms who have had 
activation of their symptoms following urethral instru- 
mentation, These patients vary in age from 60. to 
75 vears. They claim no sexual contact for a period 
range of ten to fifteen years, 

It is important to point out to those who would be 
critical of the passage of urethral sounds jn the presence 
of penicillin-treated acute gonorrhea that in over 700 
patients we have had no complications resulting from 
this procedure. These sounds were passed within tlie 
first twenty-four hours following completion of the 
penicillin therapy, and none were passed sooner than 
twelve hours thereafter. 

Five penicillin-treated patients at the Marine Hos- 
pital, net included in the present series and who have 
shown resistance to treatment, are worthy of mention. 
One patient received three separate courses of 100,000 
units of penicillin but still showed positive spreads and 
cultures. He then received 200,000 units of penicillin 
with persistent positive spreads and a tinal course of 
200,000 units of penicillin along with typhoid) pyro- 
therapy before two consecutive negative cultures could 
be obtained. Four other similar cases were treated ; 
1 of these required 1,600,000 units of penicillin simul- 
taneously with sulfonamides and artificial fever therapy 
in order to effect a cure. In our experience patients 
with gonococete epididymitis or prostatitis respond as 
well to penicillin therapy as those without such compli- 
cations. 

We believe that a plan of observation depending on 
criteria of cure in which the patient is instructed to 
return for examination only with recurrence of clinical 
symptoms following penicillin therapy or a plan. of 
securing only one post-treatment gonococcus culture is 
inconsistent with adequate public health control. 

An interpretation of our statistical results would indi- 
cate the importance of obtaining three consecutive nega- 
tive cultures over a four week observation period. 
However, as this type of observation is not practicable 
to all treatment agencies, we recommend an irreducible 
nuniniun criterion of three cultures over a one week 
period. We feel that this short observation period 
should be used only when the longer is impossible. 
Where practicable we believe it is still desirable to 
maintain the patient on a three months observation 
period during which time the patient has had a mini- 
mum Of six consecutive negative cultures. A period 
longer than this is inconsistent with the law of diminish- 
ing returns. 

Penicillin is unquestionably the most valuable thera- 
peutic agent that has thus far been available to the 
medical profession it in | the treatment of gonorrhea, If the 
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limitations of this therapy are adequately appraised and 
if the doctor is aware of the necessity of a careful obser- 
vation period based on the-use of adequately secured, 
prepared and examined cultures, penicillin should con- 
tribute to the reduction of the incidence of gonorrhea. 

It should be realized that the control of gonorrhea is 
not in the hands of the medical profession alone. The 
social factors related to the spread of the disease are 
hevond the scope of the profession. The control of 
those social factors that are concerned with the dissemi- 
nation of venereal disease must be assumed by all of the 
conununity agencies responsible, namely the parents, the 
church, the state, the school and all other agencies 
which have a role in shaping the social environment 
of vouth., 

ADDENDUM 

This article was submitted to the Surgeon General of 
the United States Public Health Service for approval 
for publication. It was returned approved with some 
pertinent comments : 

1. It was suggested that perhaps our cure rate would 
be improved if penicillin was administered at two hour 
intervals. One of us is now administering the same 
total dosage at two hour intervals (200,000 units) ; 
another of us 1s trying an initial total dosage of 300,000 
units at three hour intervals. We have no completed 
statistics on the results on the two hour interval cases, 
and we do not wish to draw final conclusions from a 
small series, but with the use of 300,000 units at the 
Marine Hospital, we have encountered a failure rate 
of 13 per cent. 

2. It is hoped that other investigators in this field 
will repeat our work of sugar fermentation tests. We 
are continuing these tests in both our clinics on cul- 
tures used for diagnosis and as tests of cure. 

3. The comments also pointed out that an objective 
view should be taken of hospitalization for the treat- 
ment of gonorrhea. When we can assure ourselves 
that our cure rate is 95 per cent or better, we feel that 
hospitalization for gonorrhea is noc justified. 

4+. The comments also suggested that trauma pro- 
duced by sounds might interfere with phagocytosis and 
produce a relapse. We believe that, because of the 
fact that failures at the City Clinic, where sounds were 
not passed, and the Marine Hospital, where sounds 
were passed, were so_ statistically comparable, these 


figures invalidate the suggested hazard of passing 
sounds. 


The comment on this same subject pointed out that 
passage of sounds by a trained urologist in the hospital 
would give a much larger margin of safety than a similar 
procedure in the hands of a general practitioner ; with 
this opinion we are in complete agreement. 

SUM MARY 

1. Of 485 gonorrhea patients treated with an initial 
course of 200,000 units of penicillin, 68 (14 per cent ) 
were not cured. 

Hospitalization of gonorrhea patients does not 
appear to affect the failure rate. This would indicate 
that failures occurring in outpatients are probably not 
reinfections. 

3. Minimum criteria of cure, including multiple cul- 
tures in penicillin-treated gonorrhea patients, are indis- 
pensable to the public health control of the disease. 

4. We cannot definitely report a case of complete 
penicillin resistance; however, 1 in 7 failed on the 
first course of treatment, many of the retreated ones 
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required more than one repeat course, and im some 
of them sulfonamides and pyrotherapy were adminis- 
tered simultaneously. 

5. We have been unable to confirm the necessity 
for the usually accepted practice of differentiating gono- 
cocci from other members of the Neisseria family by 
sugar fermentation tests; 350 laboratory observations, 
although not cenclusive evidence, constitute a not incon- 
siderable group on which to base an opinion. 

In the control of gonorrhea the medical profession 
must be aware of the limitations of penicillin therapy, 
the possibility of producing a carrier state and the 
social factors related to the spread of the disease. 
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ANALYSIS OF 225 CASES 
ROSCOE L. PULLEN, M.D. 
AND 
BYRON M. STUART, M.D. 
NEW ORLEANS 


In the period from Jan. 1, 1928 to July 1, 1944, 
225 cases of tularemia were observed in the Charity 
Hospital of Louisiana at New Orleans. \s this is a 
large series of cases to be studied in a single institution, 
analysis of these cases from the clinical point of view 
seems worth while. We shall not attempt an exhaustive 
survey of the literature, as it is believed that the size 
of this group of cases will provide a representative 
sampling of the difficulties in diagnosis and treatment 
of tularemic infections in general. 

It is doubtful whether tularemia is a growing disease 
in incidence as well as in morbidity and mortality. 
The apparent increase in some sections of the country 
is probably based on a more general awareness and 
increasing recognition of the disease. The diagnosis of 
tularemia is to be considered in any acute febrile illness, 
and the remarkable similarity of tularemic infections to 
other febrile diseases, such as influenza, psittacosts, 
atypical pneumonia, brucellosis, typhoid, tuberculosis, 
infectious mononucleosis, leukemias, Ivmphomas, fun- 
gous infections of diverse types, and various diseases 
accompanied by septicemia and bacteremia, adds to the 
difficulty and frequently renders impossible the diagnosis 
based on clinical data. Consideration of the clinical 
features of our group of 225 cases will emphasize the 
variety of expressions of tularemic infections. 

CLINICAL 

Of the 225 cases of tularemia available for study, 
were ulceroglandular, 7 were 14 
were of the typhoidal form and 23 were apparently of 
the glandular variety of the disease. In the selection of 
these cases the following criteria were considered 
acceptable for confirmation of the diagnosis of tula- 
remia: (1) significant or rising agglutinin titer, (2) 
positive blood culture, (3) aspiration biopsy and ani- 
mal inoculation and (4) autopsy examination with 
animal inoculation. 

Incidence-—As seen in chart 1, the highest inei- 
dence of tularemia at Charity Hospital occurred in 
1940, with the next greatest frequency in 1935. We 
have no adequate explanation for the variations 1 inci- 
dence from year to year, especially. in view of the fact 
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that the rural population in Louisiana is fairly stable 
and the number of annual admissions to Charity Hos- 
pital during the same period has steadily increased. 
The present downward trend is gratifying and may be 
evidence both of greater know ledge of tularemia among 
the lay population with resultant increase in prophylaxis 
and also of a considerable reduction in hunting during 
recent seasons, 

As one would expect, the highest incidence (chart 2) 
reaches its peak in December, which-is at the height of 
the hunting season. .\ few cases of tularemia are seen, 
however, at all times of the year. 

Racial Distribution.—Osf the 225 patients, 132 were 
white and 93 were Negroes. This is proportional to the 
admissions of white and colored patients during the 
same period and does not, therefore, reveal any signifi- 
cant differences in racial susceptibility to the disease. 

Sev.—There were 84 white male patients, 50 colored 
males, 48 white females and 43 colored females. These 
data did not show any significant differences sus- 
ceptibility based on sex. The slight preponderance of 
male patients may be readily explained on the basis 
of contacts with the animal reservoirs of the disease. 

_«lge.—The age factor too is related to the contacts 
of the patient group. Phe average age for our group 
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Chart 1. Incidence of 225 cases of tularemia according to years. 
of patients was 34.9 vears. The youngest patient was 
a white ‘girl of the age of 3 vears who was bitten by a 
captive wild rabbit. The oldest patient in this series 
was a colored man of 73. 


Contacts—The wide variety) of animal contacts 
capable of infecting man with Bacterium tularense 
(Pasteurella tularensis), the organism which causes 


tularemia, is not appreciated as highly as it should be. 
In our group 176 patients gave a history of definite 
contact with rabbits, 6 to ticks, 3 to squirrels and 
1 each to mink, raccoon, Opossunl, dog, cat and rat. 
In 34 instances a definite contact was not established. 

Whereas it is estimated! that about 90 per cent of 
hunian infections with tularemia result from contact 
with the tissues, body fluids or pelts of the cottontail 
rabbit, jack rabbit and snowshoe hare, other sources of 
infection reported in the literature include an imposing 
list of rodents, gallinaceous birds and other animals, 
such as the dog, cat, coyote, fox, hog and sheep. Infec- 
tion by ingestion of insufficiently cooked rabbit meat 
has been reported occasionally. Transmission by the 
bite of the horse fly and deer fly has occurred in the 
Western states. Ticks may transmit the disease to 
man in any section of the country. In the Western 
states the awood tick Dermacentor andersoni and_ the 
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dog tick Dermacentor occidentalis are the chief vectors 
elsewhere the dog tick Dermacentor variabilis assumes 
importance. Ticks are of particular interest in that the 
primary lesion of tularemia following the bite of the tick 
may occur on unexposed portions of the body. QOut- 
breaks of tularemia following the ingestion of contami- 
nated water have occurred in Russia. Thus it is evident 
that historical inquiry concerning exposure to animal 
contacts must consider a wide variety of possibilities. 
Incubation Period —The incubation period for the 
entire group usually varied irom two to six days 
(average 4.6 days) with the shortest period being one 
day and the longest fifteen days. 
Primary Lesion—A_ primary 
developed in 188 cases. Seven of these were examples 
of ophthalmic tularemia. The lesions were located on 
the hands or fingers in 175 instances. Of these, 91 were 
on the left hand and &2 on the right hand. and in 
2 patients a finger on each hand was involved. Four 
patients presented multiple lesions of one hand or 
fingers. The largest number of primary lesions to 
occur in any 1 case was four. A white girl 4+ years 
of age was found to have a primary lesion on her fore- 
head. Lesions of the right shoulder, right axilla, right 
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Chart 2.—Seasonal inctdence ef 225 cases of tularemia, 


knee, right elbow and left inguinal region were attributa- 
ble to tick bites. 

The initial lesions usually became noticeable within 
a few hours in instances in which trauma to the site 
had occurred. In instances in which a history of 
previous trauma could not be obtained the primary 
lesion developed less rapidly, a period as long as seven 
days being required in a few cases. 

Adequate data were available to determine a rela- 
tively accurate duration of the primary lesion in 148 
cases. The shortest healing time was nine days in 
1 case, while a patient presenting an inguinal lesion 
secondary to a tick bite required one hundred and four 
days for complete healing. The average duration of 
the primary lesions was 32.09 days. 

Glandular Involvement.—Lvidences ot 
enlargement were manifest in 211° cases. 
regional lymphadenopathy secondary to 
lesion occurred in 181 cases and may therefore be 
classified as ulceroglandular tularemia. Seven patients 
presented cervical lymphadenopathy secondary to pri- 
mary ophthaimic lesions. No evidences of primary 
lesions could be discovered in the remaining 28 patients. 
However, 14 of these had unilateral axillary involve- 
ment with or without epitrochlear glandular enlarge- 


lymph node 
Of these, 
a primary 
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ment: hence it is probable that the primary lesion was 
overlooked in these patients. 

The location of the regional lymphadenopathy was 
not always diagnostic. One female patient without evi- 
dences of a primary lesion presented a nodular type of 
lymphangitis which extended from the axillary nodes 
along the outer border of the pectoralis muscle to 
involve the breast. .\ biopsy was taken Jecause malig- 
nancy was suspected. One white male presented lymph 
node enlargement in the left supraclavicular fossa which 
was thought at first to be metastatic from a primary 
malignant growth elsewhere. With the exception of 
the 7 cases of oculoglandular type of tularemia, cervi- 
cal Iymphadenopathy occurred only 14. instances. 
Seventeen patients presenting primary lesions were 
found to have generalized lymph node enlargement. of 
some degree instead of regional lymphadenopathy. Of 
these, 7 patients had a palpable spleen. In passing, it 
may be said, however, that 6 of 14 patients with 
typhoidal tularemia had palpable spleens as compared to 
3 of 23 cases of the glandular type of the disease. 

In 47 cases (22.2 per cent) suppuration of the glands 
occurred and the glands either ruptured spontaneously 
or were incised after evidences of secondary infection 
subsided, Data available in 192 instances indicated that 
the known duration of adenitis varied from seventeen 
days to two hundred and nineteen days. The average 
duration of known adenitis for these cases was 46.4 
days. No determinations concerning recurrence of 
lymphadenopathy are pernussible in view of inadequate 
observations of the patients following discharge from 
the hospital. 

Subcutancous Nodules.—Subeutaneous lyimphangitic 
nodules were observed on the hand, forearm or arm of 
18 patients (8.0 per cent). They were tound on either 
the anterior or the posterior surface of the arm or 
forearm along the route of lymphatic drainage toward 
the involved axillary nodes. These nodules were usu- 
ally firm, movable and nontender. In a few cases, 
however, the nodules became attached to the skin and 
progressed to suppuration. As is characteristic of tula- 
rena, visible Ivmphangitis between the primary lesion 
and the regional buboes was noted in only 1 patient, and 
this was a nodular lymphangitis. 

Shin, Manifestations. —In 19 instances in this series 
(8.44 per cent) a skin eruption occurred. In 9 patients 
the eruption was described as ditfuse and papular. In 
6 cases, lesions typical of erythema nodosum were 
widely distributed over the body. Doubt existed as to 
the etiology of the remaining 4 patients because sulfon- 
amides were being administered when the skin manifes- 
tations first became apparent, and in each of these cases 
the skin eruption subsided within four days after the 
sulfonamides were discontinued. In the first 15 cases, 
however, the cutaneous eruption usually appeared dur- 
ing the second or third week of the disease and lasted 
from a few days to three weeks or more. It was most 
prominent on the arms and neck, although erythematous 
macular lesions of the palms of the hands were also 
frequently present. The cutaneous eruption was usually 
bilateral and symmetrically distributed. 

Herpes labialis was present in i7 cases and was 
thought to be of no more significance in tularemia than 
in association with other febrile diseases. 

Oculoglaunduiar Type.—This type of tularemia was 
observed in 7 cases (3.1 per cent) in our. series 
(table 1). Rabbits were the source of contact in 
6 instances, while the only history of contact obtained 
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from the remaining patient, a white man 20 years of 
age, was that of mashing a tick between the finger and 
the forethumb. No digital lesion developed. W ithin 
nine days, however, a severe conjunctivitis with subse- 
quent cervical lymphadenitis developed. One fatality 
occurred among the clinical forms of oculoglandular 
tularemia, a colored man aged 35, who died on the 
fourteenth day of his ‘illness. In the remaining 6 
patients who eventually recovered no complicating 
ocular disturbances were observed during the conva- 
lescent period. 
Pneumonic Involvement-—Ot 
presented evidences 


this series, 30 cases 
of pneumonia, an incidence of 
13.33 per cent, while 7 cases showed pleural effusions. 
Of this group, however, only 21 cases, an incidence of 
9.33 per cent, fulfilled the criteria for the diagnosis of 
tularemic pneumonia. ‘These cases of tularenie pneu- 
moma have been reported elsewhere.’ 
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the only history of contact being that of a bite by his 
dog, which had recently eaten a squirrel. Survey of 
the spinal fluid revealed a cloudy fluid, 220 cells, 4 plus 
globulin, 60 mg. of sugar per hundred cubic centimeters 
and pressure of 240 mm, of water. Spinal fluid culture 


and smear were negative. The patient eventually 
recovered, 

lenous Thrombosis.—Venous  thromboses were 
observed in 3 instances. The femoral veins were 


affected twice and the antecubital vein once. The symp- 
toms and signs did not differ appreciably from those 
observed in venous thromboses resulting from other 
causes. Two of these 3 patients eventually recovered. 

elssociated Nontularemic Conditions —These are 
sununarized in table 3. All of the patients except 1 
with serologic evidences of syphilis had repeated sero- 
logic examinations of the blood during hospitalization 
and none were found to become negative as the tula- 


T ABLE A—Seven Cases Oc woglandular Pularemia 


Incubation 


Cause Color Sex Contact Period Adenitis 
3 Rabbit days Generalized 
2 7 W Rabbit Preatricular, 
parotid, 
submaxillary, 
cervical 
3 20 W Mashedtick days Preaurieular, 
between cervical 
fingers 
4 ( 3 Rabbits days Preauricular 
parotid, 
cervical 
5 } ( Rabbits Multiple Parotid, 
exposure submaxillary, 
cervical 
6 25 W 3 Rabbit 3 days Parotid, 
preauricular, 
submaxillary, 
cervical 
7 ) W .. Preaurieular, 


parotid, 
cervical 


Days of Complications 


Hospitali- or Coexisting 
Agglutinations zation Diseuse Outcome 
1:520 on l4th day Died on Pneumonia Died on Lith day; autopsy 
Sd dav (tularemie 7) showed right lobar pneu- 

monia and generalized 
node enlargement; guinea 
pig inoculation reproduced 
lesions in 4 days 

Negative ou Sth day 38 None Recovery 

1:50 on 2th day 

1:200 on Lith day 

1:320 on 15th day 106 None Recovery 


140 24th day 


1:320 on 2th day Deserted on dis No follow-up record 
1:640 on 26th day Jith day 

1:5,120 on 32d day 

Negative on 7th day 47 Syphilis, “Recovery 

1:160 0n day latent 

1:640 on 22d day 

1640 on 23d day su None Recovery 

Negative on lith day | None Recovery 


1:200 on 17th day 


It can be seen from table 2 that the 


pneumonia is much greater in the typhoidal type of 
tularenna than in other types. “Twelve of our 21 patients 
with tularemic pneumonia died, a mortality rate of 


57 per cent. 
TaBLe 2.—Pieumonitc lnvolvement in Various Types 
of 
Incidence 


with 
Poeumonia 


n 
Type Cases per Cent 
Ist 13 7.1 
Central Nervous System Involvement.—Several 


instances of stupor, meningismus and other signs of 


possible central nervous system involvement were noted 
among our patients. One colored male was found to 
have tularemic meningitis at autopsy. Another patient, 
a white boy 10 years of age, developed stupor and 
stiffness of the neck during the course of his disease, 


2. Stuart, B. 
of American Literature 
Sc., to be published. 


Pullen, R. L. 


: Tularemic 
and Report of "15 


Additional Cases, 


jew 


incidence of 


remic infection ran its course. Only 1 of the 5 patients 
with recognizable heart disease failed to recover, and 
this patient, a white female, also had tularemic pneu- 
moma and severe diabetes mellitus. Three pregnant 
women contracted tularemia, 1 at three months, 1 at 
four months and 1 a week before term. All gave birth 
to apparently normal children. Two patients with, 
secondary pneumococeic pneumonia died, sputum typing 


3.—-lssoctated Nontularen mic Conditions 

Arteriosclerotic heart 2 
Inactive pulmonary 2 
Chronie glomerulonephriti§ ........ l 
Anemia secondary to Necutor l 


for pneumococei disclosing type in instance and 
tvpe X in the other before death. The other associ- 
ated diseases apparently failed to influence the course of 
the tularemic disease or to be atfected by it. 
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LABORATORY DATA 
Although the history of animal contact and the clini- 
cal picture of the disease process usually permits the 
presumptive diagnosis of tularemia, laboratory data are 
necessary for confirmation and in some instances for 
establishment of the diagnosis. 


Blood Changes secondary anemia was 
observed frequently, the red cell count ranging from 
3,500,000 to 4,000,000 per cubic millimeter. The 


average leukocyte count of 159 patients in whom total 
white blood cell counts were determined was 11,200. 
The average ditferential leukocyte count of 149 patients 
disclosed 70 per cent polymorphonuclear cells, 25 per 
cent Ivmphocytes and 5 per cent monocytes. The high- 
est leukocyte count, a value of 90,000, was observed in 
a colored male who developed typhoidal tularemia 
twenty-four hours after cleaning rabbits and died thirty- 
six hours after the onset of the disease. Autopsy 
revealed no evidences of primary blood disease. The 
lowest leukocyte count in our series was 2,000, although 
4 other patients were found to have white counts of less 
than 5,000 cells. One of these patients, a colored 
female, apparently had a malignant neutropenia follow- 
ing sulfonamide therapy.” 

Urinalysis —Excluding those patients found to have 
chronic renal disease, there were 14° instances of 
transient albuminuria which cleared as the acute phases 
of the disease subsided. 

Agglutinations.—Specitic agglutinins invariably 
appeared in all of our cases except in 9 instances im 
which the diagnosis was established by postmortem 
study, laboratory animals being inoculated in each of 
these instances. The agglutinins were absent during 
the first week of the disease but were demonstrated in 
titers of 1:40 to It: 320 in 213 of 216 cases during the 
second week. .\gglutinins appeared on the fifteenth, 
eighteenth and twentieth days of illness in the remain- 
ing instances. Usually during the third week an abrupt 
rise in the agglutinin titer was observed, while the manxi- 
mum titers of 1: 1.280 to 1: 10,240 were reached during 
the fith or sixth week of the disease. 

Several patients returned to the hospital because of 
other illnesses after recovering from tularemia. One 
patient was found to have an agglutinin titer of 1: 320 
seven vears alter recovery. 

Blood Cultures—RKoutine blood cultures were taken 
at the onset of the disease in 104 of our series of 
225 cases. .\s the mediums in most instances consisted 
of plain agar or broth, these cultures were persistently 
It is regrettable that direct inoculation of the 
patient’s blood on fresh blood- glucose-cystine agar was 
performed in only 3 instances. In each a growth of 
Bacterium tularense was obtained during the first ten 
days of the patient's illness. 

Microscopic Examination of Lymph Node Biopsies. 
—Four patients were subjected to lymph node biopsy 
hefore tularemia was suspected. In each instance the 
examining pathologist suggested the diagnosis from the 
microscopic appearance of the excised tissue which was 
subsequently confirmed by positive agglutination tests. 

Skin’ Tests —Foshay’s antiserum was used in per- 
forming skin tests in 13 instances. Eleven of these 
were interpreted as positive or doubtfully positive. 
while 2 failed to produce any reaction. Three patients 
developed local necrosis at the site of the cutaneous 
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injection. The 2 negative reactors were tested on the 


fourth and seventh days respectively. 

lutopsies.—Seventeen patients in our series died of 
tularemia and 12 of these were submitted to postmortem 
examinations. Four of the autopsies have been previ- 
ously reported by other investigators.’ In addition to 
the microscopic examination, the diagnosis of tularemia 
in these cases may be summarized as follows: 4+ were 
diagnosed by agglutination tests before death, 2 by 
aspiration of material from the lungs and inoculation 
into laboratory animals, and 1 by the clinical features 
of a primary ulcer and regional lymphadenopathy. 
Patients subjected to autopsy have been summarized in 
table 4. 

In the 5 patients that died and were not submitted to 
autopsy, the diagnosis of tularemia was confirmed in 
4+ by demonstrating specific agglutinins in the blood in 
titers of 1: 200 to 1:1,280, while B. tularense was 
cultured from the patient's blood of the sixth on a 
medium of fresh blood-glucose-cystine agar. 
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specific therapy in our hands has 
proved to be consistently beneficial in the treatment of 
tularemia. Specific immune serum, according — to 
Foshay,’ is effective in reducing the severity and dura- 
tion of symptoms, especially when given early in the 
disease. Sulfonamides have been utilized thera- 
peutic agents but Ransmeier? has shown B. tularense 
to be resistant to sodium sulfadiazine experimentally 
in vivo. Heilman has recently reported an antibiotic 
substance (streptomycin) to be effective in treating 
experimental tularemia, an observation which needs 
further investigation. Little information concerning the 
effectiveness of penicillin against B. tularense is avail- 
able thus far, but it would appear to be of little value. 

No therapeutic agent was consistently employed in 
the treatment of our series of patients. Sulfarsphen- 
amine, neoarsphenamine, roentgen rays, infra-red rays. 
specific serum, human convalescent serum, acriflavine “ 
and the sulfonamides were all utilized during various 
intervals as systemic therapeutic agents. .\ critical 
analysis of the available records, however, indicates 
that these various agents had little if any influence on 
the course of the disease. 

The local eye lesions were treated with wet boric 
acid compresses, strong protein silver, homatropine, 
hot saline soaks, 5 per cent solution of sulfathiazole and 
hot applications of half saturated aqueous magnesium 
sulfate with frequent lavage of the conjunctival sac with 
warm boric acid-saline solution. This latter form of 
treatment was apparently as effective as any other 
available therapeutic regimen, 

Other local lesions were treated with 2 per cent 
saline compresses, boric acid soaks, magnesium sulfate 
soaks, roentgen rays, infra-red rays, acriflavine, 5 per 
cent sulfathiazole oimtment, weakly saturated solution 
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of commercial urea and occasionally incision. Wet 
horic acid dressings or compresses saturated with 


magnesium sulfate solution seems to be the treatment 
of choice for local lesions. 

The involved lymph nodes were seldom incised unless 
definite evidence of suppuration was present. \Varm 
wet soaks of boric acid or saturated aqueous solution 
of magnesium suliate apparently afforded the most relief 
of pain due to the buboes. In 47 cases (22.2 per cent) 
the glands eventually suppurated and either ruptured 
spontaneously or were incised when they were pre- 
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illness for the majority of the patients, as 15 deaths 
occurred during the first twenty days and _ several 
patients deserted the hospital early in their illness. A 
more reliable figure is probably higher than the actual 
one. The longest period of hospitalization for one 
patient was one hundred and forty-four days. Certainly 
the duration of hospitalization is an appreciable factor 
in consideration of the care of patients with tularemia. 
Duration of Symptoms.—xeluding 6 patients that — 
deserted the hospital and 17 pattrents that died with 
tularemia, the known’ duration of symptoms for the 


Taste 4.—Summary of Severteen Deaths from Tulare mua 


Duration Hos- Presumptive 
wot of Blood Counts pital Causes of 
Cause Age Sex Color ase Contact Associnted Findings Course of op Admission Days Death 
Jo J Oculo- Rabbit Lronchopneumonia Febrile, steady lidays 9,500 C., 60 P., Pneumonia, 
glandular 2 «lays downhill course a4 L., etiology 
undetermined 
) W Cilandular Pronounced anemia, Some improvement days 16,000 W.B.C., 87 P., 21 Blood transfu- 
Necator americanus prior to lust day 8 L.,5 M. sion reaction 
W Uleero- Rabbit Nephritis, splenitis, Febrile, downhill, days 11,000 W.B.C,, 60 P., Pneumonia, 
elandular 7 days hepatitis, right upper terminal period 28 1L.,12 M. etiology 
lobe pneumonia, undetermined 
pleural effusion 
4s Ww Rabbit Brone umonia, Febrile, steady 17 days 8,750 W. B.C., 73 P.. 4 Pne 
vlandular day hepatit downhill course 1s L. EA 
) ( Typhoidal No his- Pneumonia, hepatitis, Febrile, rapid days 20,800 Be Phe 
tory lung abscesses, downhill course a. septicem 
splenitis, enteritis 
Rabbits, Pneumonia Febrile, downhill 23 days 22,000 W.B.C., 84 P., 3 Pneumonia, 
glandular course 14 L.,2 M. septicemia 
contac 
7* 26 J ( Typhoidal Rabbit Pheumocoecice bron- Febrile, downhill 10 days 15,150 W.B.C., 77 P., Pneumonia, 
day chopneumonia, type COURSE 23 LL. septicemia 
VILI, empyema, 
hepatitis, splenitis 
SG Typhoidal Tularemie meningitis, Febrile, rapid ll days 11,200 W.B.C,, 81 P., G Meningitis, 
downhill eourse 16 L., 3 M. pueumonia 
( Typhoidal ........ Tularemie pneumonia, Febrile, downhill days 7,800 W.B.C,, 80 P., 3 Multiple lung 
pulmonary abscesses course 20 L. abscesses, malig- 
syphi nant neutropenia 
(count down to 
2,000 with sulton- 
umide), septi- 
cemmia 
10* 26 fof ( Typhoidal Cholesteatoma of Gradual downhill days 000 90 P., 23 Pheumonia, 
brain, pneumonia, course 1E cholesteatoma 
type x pheumococe} of brain 
il 9 ¢ ( Pneumonia, focal Fe rile, downhill Ydays 6,500 W.B.C., 82 P., Poeumonia, 
elanedulas necrosis of liver COUPSE Is L. septicemia 
spleen, lungs, lympit 
nodes 
12 Typhoidal Syphilis, pne Fe rile, downhill 15 days 64 P.., 4 Pneumonia, 
splenitis, hepati COUPSE 34 L., 2 septicemia 
Ww Diabetes Febrile, acidosis, 12,500 W. B.C 20 P., Aeidosis, eoro- 
rlandular bilateral broncho- downhill course 26 L., 4 M. disease, 
coronary pneumonia, 
ilisease septicemia 
0) ( Rabbit, Bronchopneumonia Febrile, downhill li days 12,500 W.B.C., 52 P., v Pneumonia, 
glandular course 16 L., 2 EB. septicemia 
contac 
0 ¢ Typhoidal Rabbit) Pneumonia Febrile, rapid ‘hours 90,000 W.B.C., 87 P., 1 
downhill course 3 L. se mit 
? ( Uleero Rabbit Sickle cell anemia, Febrile, downhill Is days vi B.C,, P., Ane 
elandular adenitis, course 40 L.,4 M. pneumonia 
splenitis septicemia 
7 «48 W Rabbit Adenitis, splenitis Gradual downhill days P., Not determined 
elandular 


Course 


8,700 W.B.C.,, 


he 
died la 
later in eee r 
hospital 


* Previously reported by Moss and Weilbaecher 
sumably sterile. Incision and drainage of an enlarged 
gland in the neck of | patient resulted in death, appar- 
ently as a result of rapid dissemination of the organisms 
throughout the body following this procedure.'’ It is 
our practice to withhold surgical intervention of inflamed 
lymph nodes until suppuration has occurred and rupture 
Is mMMunent. 

elverage Hospital Days.—The average hospitalization 
for our patients was 22.35 days. This value is 
not entirely indicative of the actual duration of acute 


10. Musser, J. H., and Cannon, H. E.: Tularemia, in Piersol, G. M.; 
Bortz, E, L., and others: The C nantia of Medicine, means and 
Speci: altie hil: Iphia, F. A, Davis Company, 1940, vol. 15, pps 439-447, 


und by Weilbaecher and Moss.! 


remaining 202 patients im our series was 40.29 days. 
A substantial number, however, experienced malaise 
well beyond the average of forty days, the longest dura- 
tion in 1 patient being one hundred and fifty-one days. 
These data concerning the length of convalescence 
should not be accepted as entirely accurate other than 
to emphasize again the prolonged morbidity of tularemic 
infections. Several of our patients failed to experience 
a complete sense of well being for almost a year follow- 
ing apparent clinical recovery. 

Deaths.—Seventeen of 225 patients died with tulare- 
mia, a mortality of 7.55 per cent. These have been 
summarized in table 4. Twelve were colored and 
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were white; 9 were males and 8 were females. As 
previously reported,’ it has been our impression that 
Negroes manitest less resistance to tularemia than white 
patients, particularly to the pneumonic forms of. the 
disease. This is further substantiated by the fact that 
12 of 93 Negroes (12.9 per cent) died, while only 5 of 
132 white patients (3.8 per cent) failed to recover 
from the disease. The average age of our patients that 
died was 33.8 years. 

As one would expect, the mortality rates for the 
various types of tularemia varied considerably. Thus, 
8 of 181 patients with ulceroglandular tularemia died, 
a mortality rate of 4.4 per cent, as compared to 7 of 
14 patients with the typhoidal type of disease, a mor- 
tality rate of 50 per cent. One of 7 oculoglandular 
patients and 1 of 23 patients with glandular tularemia 
died, a mortality of 14.3 per cent and 4.35 per cent 
respectively. The average duration of the disease before 
death was 30.85 days. Ilowever, when 2 examples of 
chronic progressive tularemic infection were excluded 
from this group, the average duration of the disease 
before death was only eight days. The longest duration 
for the entire group was one hundred and sixty-seven 
days, while the shortest duration of illness before death 
was thirty-six hours. 

Apparently most of the patients died as a result otf 
their tularemic infection. Ten of the 12 patients exam- 
ined post mortem had tularemic pneumonia and 1 also 
had tularemic meningitis '' as well. 
patients exanuned post mortem failed to show wide- 
spread tularemic infection as evidenced by involvement 
of the liver, spleen and lymph nodes. Whether septice- 
mia, toxemia or an unrecognized complication contrib- 
uted to these patients’ deaths we are unable to say. 
Three of the deaths in our group could be accounted for 
by complicating factors. One death was that of a white 
female which followed a blood transfusion reaction. 
Uneontrolled diabetes mellitus contributed to the death 
of another white woman. One colored female apparently 
developed a malignant neutropenia following  sulfon- 
amide therapy. 

COMMENT 

From the variety of clinical manifestations that have 
been noted, it is evident that the diagnosis of tulareniua 
may frequently be fraught with difficulty. Although it 
is convenient to classify the disease into ulceroglandular, 
glandular, oculoglandular and typhoidal forms as pro- 
posed originally by Francis,'? the clinical features of the 

various types may be quite similar. One may, in effect, 
consider tularemia a systemic disease in which the local 
ulceration with regional lymphadenopathy generally pre- 
dominates but in which constitutional symptoms may 
appear which are out of proportion to the local lesion. 
The latter expressions of the disease are due to both 
a septicemia and a bacteremia. such instances 
recourse to laboratory methods must be made to estab- 
lish the diagnosis. 

SUMMARY 

An analysis of 225 cases of tularemia observed in a 
single institution has emphasized the wide variety of 
clinical expressions of tularemic infections. The pro- 
longed morbidity and the case fatality rate (7.55 per 
cent) for’ this series also are worthy ot “note, 


11. Stuart, B. M., and Pullen, R. L.: Tularemic a ldinatiia: Review 


of Literature and Report of Case with Postmortem Observations, Arch. 
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CONTROL OF SYPHILIS IN 
NANT WOMEN 
UNDER THE CARE OF THE GENERAL 
PRACTITIONER 


HERMAN M. SOLOWAY, M.D. 


CHICAGO 


PREG- 


Several years ago 1 ' described a plan for controlling 
syphilis in pregnant women under the care of the gen- 
eral practitioner. This plan, part of the Illinois state- 
wide venereal disease control program (Chicago 
excluded), has been carried out along the general 
principles then outlined up to the present time, when 
I am able to report on the outcome of 1,448 cases of 
syphilitic pregnant women under ‘the care of 1,087 
private physicians. MeKelvey and Turner,’ MeCord,* 
Ingraham,’ Halloran® and others" have reported on 
the outcome of. syphilitic pregnant women treated in 
public hospital clinies and maternity centers, but 1 have 
been unable to find any reports of the outcome of such 
cases treated by private physicians. 

PLAN OF MANAGEMENT 

The Uhnois antepartum blood-testing law became 
effective in July 1939. This law provides that all phy- 
siclans attending pregnant women must submit speci- 
mens of the patients’ blood for serologic examination 
to a state or an approved private or hospital labora- 
tory. In the case of a positive blood test, a copy of 
the report is submitted by the laboratory to the office 
of the Division of Venereal Disease Control. The 
central registry is then checked to see if the case has 
been reported by the physician. If it has not been 
reported, a letter is sent to the attending physician 
requesting him to report the case if he has determined 
that the patient has syphilis. On receipt of this report. 
antisyphilitic drugs are sent to the physician together 
with the pamphlet “Syphilis in Mother and Child.” 
published by the United States Public Health Service. 
The physician’s morbidity venereal disease report is 
then carefully checked as to the age of the patient, sex, 
color, approximate date of delivery, duration and type 
of syphilitic infection and whether or not the patient 
is receiving treatment. If the patient is not receiving 
treatment, a venereal disease investigator, nurse or 
public health physician gets m touch with the patient. 
with the approval of the attending physician, and every 
etfort is made to place and keep her under treatment 
throughout her term of pregnancy. Another letter is 
then sent to the attending physician informing him of 
our special interest in the case, at the same time calling 
his attention to the importance of instituting treatment 
promptly and continuing it until the day of delivery. 
He is also urged to make a test of the infant's blood 
after two months. An average of 1,462 letters yearly 
sent to physicians discussed some phase of the manage- 
ment of the syphilitic pregnant women under their care, 
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MATERIAL STUDIED 


This report is concerned with the outcome of 1,448 
cases of syphilitic pregnant. women, all under the care 
of private physicians. No clinic treated cases were 
included. Only those cases were analyzed in which 
the child’s blood serologic status was rechecked after 
2 months of age. There were 243 women who were 
not included in this study for the following reasons: 
57 moved out of the state; 76 moved and could not be 
located ; 56 were transferred to venereal disease clinics ; 
46 refused to have their children blood tested; 5 moved 
to the city of Chicago, and there were 3 cases in which 
the attending physicians refused to make blood tests 
of the children. There were reported an average of 
350 cases a year under the care of 300 individual 
physicians. 

ANALYSIS OF THE CASES STUDIED 

Color—There were 1,294 white and 154 colored 
pregnant syphilitic women studied (table 1). 

Age—There were 613 women between 
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501 


bismuth injections ; 215 received twenty to twenty-nine 
arsenical injections and 202 received the same amount 
of bismuth; 64 women received more than thirty 
arsenicals and 79 women received more than thirty 
injections of bismuth preparations. The amount. of 
treatmient received by 42 women was not. stated 
(tables 3 and 4). 
RESULTS OF TREATMENT 

The treatment of the pregnant syphilitic woman to 
prevent her infant from becoming infected in utero is 
one of the most effective forms of preventive medicine 
known. It has also been our experience that the sooner 
syphilis is diagnosed and the earlier the treatment is 
begun and continued throughout pregnancy, the better 
the prognosis for a living nonsyphilitic child.’ 

In the 550 cases in which treatment was started 
before the end of the fourth month of pregnancy there 
were 518 (94.31 per cent) normal nonsyphilitic chil- 
dren, and 32 cases ‘terminated in stillbirth, miscarriage 


the ages of 15 and 24 years, 592 between 
25 and 34 years and 162 over 35 vears old. 
The age of 47 women was unknown 
(table 1). 

Stage of Syphilis—There were 16 cases 
of primary syphilis, 100 cases of secondary DR 
syphilis, 737 cases of asymptomatic syphilis 
of less than four years, 4604 cases of late 
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syphilis, 57 cases of congenital syphilis, 5 
cases of neurosyphilis and 2 cases of cardio- 


vascular syphilis. In 67 cases the stage of 
syphilis was not stated (table 2). vis 


PLAN OF TREATMENT 

A prescheduled outline of treatment. is 
also mailed to the attending physician. This 
plan of treatment provides for a weekly 
intramuscular injection of a heavy metal 
without interruption throughout the term of 
pregnancy and eight to ten weekly injections 


of an arsenical drug with an occasional four 
weeks rest period. It is recommended that 
the treatment scheme be so arranged that 
the arsenical drug is administered in the last 
weeks of pregnancy. The drugs that are 
made available to the physician without cost 2re neo- 
arsphenamine (0.3 to 0.6 Gin.), oxophenarsine hydro- 
chloride (mapharsen) or clorarsen (0.045 to 0.067 
Gam.), bismuth salicylate (0.2 Gm.) or potassium bis- 
muth tartrate (0.2 Gm.). 

The physician is cautioned to make a complete physi- 
cal examination and urine analysis and to observe 
carefully any untoward reactions from treatment, par- 
ticularly early damage to the liver or kidneys. He is 
advised also to check on the outcome of the pregnancy, 
with special attention to the placental microscopic 
examination, roentgenograms of the infant’s long bones, 
blood test alter two months and periodic pediatric 
examinations for at least six months. 


AMOUNT OF TREATMENT RECEIVED 
There were 355 women who did not receive any 
antisyphilitic treatment at all; 349 received from one to 
nine intravenous injections of an arsenical and 403 
received one to nine intramuscular injections of a bis- 
muth preparation; 423 received from ten to nineteen 
arsenical injections and 367 received ten to nineteen 
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Case holding report form. 

or a syphilitic infant. In the 134 cases in which treat- 
ment was begun before the end of the filth month of 
pregnancy there were le (83.58 per cent) normal non- 
syphilitic children, and 22 cases terminated disastrously. 

There were 409 cases of syphilitic pregnant women 
placed under treatment after the fifth month, of which 
number 207 ($0.6 per cent) terminated in the birth of 
normal nonsyphilitic children and 202 (49.4 per cent) 
terminated disastrously. 

There were 355 cases of syphilitic pregnant women 
in which no treatment was given and among these only 
93 (26048 per cent) terminated in the birth of normal 
nonsyphilitic children, while the outcome of 262 (73.52 
per cent) of the pregnancies in this group were dis- 
astrous (table 3). 

REACTIONS TO TREATMENT 

It is difficult to make an accurate analysis based on 
the reports of 1,087 individual observers. It is particu- 
larly difficult because the observers were all general 
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practitioners, most of them with limited experience in 
the field of syphilotherapy; then too the reactions 
encountered in the treatment of syphilis by chemo- 
therapy are varied in kind and degree and are subject 
to a wide latitude in their interpretation. 

There was 1 case of cutaneous hemorrhage reported, 
1 of shock, 1 of jaundice and 2 of extensive dermatitis 


Taste L—Distribution by Age and. Color 


Female Female 


Age Totals White Colored 

ool ood x2 


“Information as to the stage of syphilis was not obtained because of 
death or ‘military service of the attending physician or of our failure 
to locate the patients, 


(type not described), all of them presumably serious 
reactions to treatment. The remainder consisted of 
bothersome but unimportant side effects such as nausea, 
vomiting, Herxheimer reactions and dizziness. It ts 
particularly notable that there was not a single fatality 
encountered in the group; and there were but 8 reports 
of “severe” reactions, the nature of 13 other “severe” 
reactions being mentioned but the nature not recorded. 
It would seem, therefore, that pregnancy does not add 
to the hazards of antisyphilitic treatment—an opinion 
about which there is some difference of opinion. 
CASE HOLDING 

A very important part of the control of syphilis. in 
pregnant women is the need to keep them under treat- 
ment throughout the pregnant period. ‘To effect this 
there is sent to each attending physician a monthly 
check-up letter, which serves also as a requisition for 
free antisyphilitic drugs. It also suggests the next 


Taste 2— Distribution by Color and Stage of Syphilis 


Female Female 

Stave of Syphilis Totals White Colored 
4 
2 2 0 
1,445 1,204 lod 


Iniormation as to the stage of syphilis was not obtained becatise ot 
death or military service of the attending physician or of our failure 
to locute the patients, 


five weeks treatment for the patients listed in our 
records as being under the care of the physician 
addressed, He is requested to indicate his choice of 
drugs for each patient and at the same time to report 
any patient who has discontinued treatment. [very 
effort is made by an investigator, nurse or public 
health physician to return the delinquent patient to the 
reporting physician for further treatment. We are thus 
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able to have a thirty day report from physicians receiv- 
ing free drugs of every patient under their care. An 
average of 740 such investigations were made each 
year in order to have about 300 cases reported, placed 
and kept under treatment throughout pregnancy as 
well as to check the child’s blood after 2 months of age. 


COMMENT 

There are still many undesirable factors to over- 
come. There are still some practitioners who are not 
convinced of the desirability to do routine blood tests 
for syphilis on all pregnant women. 

Many physicians have written to us of their inability 
to take blood specimens from infants, and they have 
asked for assistance. In such instances the child is 
referred to a venereal disease clinic, or a staff phy- 
sician is sent to take the blood. , 


Tasce 3.—Results by Number of Injections of 
Arsenicals Admiuvistered 


Disastrous Per Cent Per Cent 


Arsenicals Totals Results Results Normal Disastrous 

Not stated *........... 4” 

1,445 930 64.2 BOS 


Information as to the stave of syphilis was not obtained beeause ot 
death or military serviee of the attending physician or of our failure 
to locate the patients, 


4.—Results by Number of Injections of Heavy 
Metals Administered 


Normal Disastrous Per Cent Per Cent 
Heavy Metals 


Totals Results Results Normal Disastrou- 

Soo 93 262 27.3 74.7 

Not stated. My 


Iniormation as to the stage of syphilis was not obtained becatise o 
death or military serviee of the attending physician or of our failu 
to locate the patients, 


The Uhinois Prenatal Law provides for the blood test 
to be taken by the attending physicians at the time ol 
the patient’s first visit, with the intent of instituting 
treatment early. Yet to this day many pregnant women 
do not apply for medical care until very late in preg: 
naney or just before confinement. Then too the law 
does not compel a woman to take treatment if she 
retuses it. 

Another important handicap to overcome is the relue- 
tance of many mothers to have their infants’ blood 
tested. 

There is still much difficulty in remote rural districts 
in securing the cooperation of midwives in our plan 
to control syphilis in pregnant women. 

Obviously there is great need for continued educa- 
tional programs on all phases of the cause, spread and 
cure of syphilis. The general public and the midwile 


must be educated, and the general practitioner is in 
need of special education, 
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CONCLUSIONS 

1. The treatment of pregnant syphilitic women to 
prevent congenital syphilis is one of the most effective 
forms of preventive medicine. 

2. The treatment recommended consists in a weekly 
muscular injection of a bismuth compound throughout 
the term of pregnancy and eight to ten intravenous 
injections of an arsenical, with an occasional four week 
rest period, 

TABLE Time 


5.—Results by of Treatment 


Month Treatment ormal Disastrous Per Cent Per Cent 


Total sults Results Normal Disastrous 

wer sl 4 99.29 1.71 
112 22 SOs 
137 71 Oo is. 18 
1a | 2.16 
No treatment....... 355 3 26,19 73.18 

1,445 ols 

100.0 4,22 


Disastrous result indicates miscarriage, stillbirth or living syphilitie 
infants, 


3. As a result of the Illinois plan of control of 
syphilis in pregnant women under the care of the gen- 
eral practitioner there were 94.31) per cent normal 
living nonsyphilitic children in the 550 cases in which 
treatment was started before the end of the fourth 
month of pregnancy. 

4. There was not a fatality reported as the result of 
treatinent, 

5. Interpretation of serious treatment reactions by 
so meny general practitioners (with limited experience 
in this field) is ver yv ditheult. There were 8 “serious” 
reactions reported, and mention was made of 13 other 
“serious” reactions which were not recorded. 

6. Pregnant women tolerate antisyphilitic treatment 
as well as if not better than nonpregnant women. 

7. Case holding etforts necessitated public health phy- 
sicians, nurses and lay investigators to make 740 investi- 
gations every year in order to have about 300 cases 


6.—Reactions Reported 


Slight reaction (type not stated) 


Vomiting reaction (type not 12 
reported, placed and kept under antisyphilitic treat- 


ment throughout pregnancy as well as to check the 
child's blood after 2 months of age. 

8. The Hlinois Prenatal 
method of case finding. 


Law offers excellent 

9, Educational programs on all phases of the cause, 
spread and cure of syphilis are greatly needed for the 
general public and midwives, and the general practi- 
tioner is in need of special education. 
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Acute suppurative otitis media is a problem of great 
importance to the pediatrician, internist and otologist 
who encounter it frequently either as an isolated disease 
or in the course of such infections as scarlet fever or 
measles. If improperly or inadequately treated, its com- 
plications may lead to partial or total loss of auditory 
function or, in some instances, may seriously endanger 
life. The development of a method of treatment which 
will eliminate serious complications and reduce the inci- 
dence of mastoidectomy and other operative procedures 
is most desirable and is a matter which has attracted the 
attention of many investigators for a long time, 

defore the era of specific chemotherapeutic agents, 
therapy of acute suppurative otitis media was directed 
mainly to the local application of various agents through 
the external auditory canal for the purpose of reducing 
pain and killing the bacteria that were present in the 
middle ear. Such methods had but little beneticial 
effect, and a high percentage of serious complications 
attested this fact. The discovery of the sulfonamides 
led to the use of this group of chemicals not only for 
the treatment of the suppurative otitis media but also 
as prophylactic agents for the prevention of this con- 
dition in scarlet fever, measles and so on. The sulfon- 
amides have appeared to be of little value in’ the 
prevention of infections of the middle ear during the 
course of other diseases, according to some investiga- 
tors. Their use after the otitis media has been estab- 
lished has led to variable results. Some cases have 
responded well, with complete subsidence of the acute 
process and without involvement of the mastoid. In 
others,- aural discharge has ceased shortly after 
of the sulfonamides was administered but recurred in 
a short time after the drug had been stopped. leven 
repeated treatment of some patients has not produced 
complete eradication of the infections, and many of 
them have developed mastoiditis. ‘Treatment of repeated 
recurrences until ear discharge ceased has led to delay 
of mastoidectomy i some cases until the otitis media 
hecame chronic and the only hope of cure was a radical 
operation with subsequent loss of hearing on the affected 
side. In some instances, treatment with one of the 
sulfonamides has had no effect on the usual course 
of the ear mfection and operation has been resorted to 
alter the usual period of waiting. While the results 
of treatment of purulent otitis media with sulfonamides 
are not universally good, the use of these drugs has 
improved the sttuation decidedly, since a fairly large 
number of cases have been cured without any further 
treatment and, on the whole, the incidence of serious 
complications has decreased; suppurative mastoiditis, 
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lateral sinus thrombosis, extradural abscess, bacteremia 
and other conditions may occur, however, inpatients 
who are treated with one of the sulfonamides. Although 
these drugs have been of tremendous aid in the treat- 
ment of suppurative | otitis media, they still leave much 
to be desired. 

The agent which has attracted the most attention 
recently in the treatment of infectious diseases of various 
types is penicillin. No attempt to review the literature 
concerned with the development of this antibiotic sub- 
stance or with its use in various bacterial diseases 
will be made here, since this subject has been adequately 
covered in many publications. As soon as the highly 
bactericidal and nontoxic properties of penicillin, were 
clearly demonstrated, investigations. were started to 
determine its usefulness in the treatynent of infections 
affecting the ear, nose and accessory structures. Only 
those reports dealing with the application of the anti- 
biotic substance in acute purulent otitis media are 
reviewed in this paper. 

Swanson and Baker ? treated 14 cases of acute sup- 
purative otitis media with varying doses of penicillin, 
with universally successful results. The drug was 
administered intramuscularly and the amount used 
varied according to the severity of the case ; total dosage 
ranged from 360,000 to 1,140,000 units. Infections 
due to Staphylococcus aureus were found to require 
more penicillin before a cure was produced than those 
in which the hemolytic streptococcus or other organisms 
were concerned. A study of the bacteriology of the 
aural discharges revealed Staph. aureus in 2 cases, 
hemolytic Staph. aureus in 2, the hemolytic streptococcus 
in &, the pneumococcus in 1 and hemolytic Staph. aureus 
combined with the beta-hemolytie streptococcus in 1. 

Glassburn * has reported 3 cases of acute suppurative 
otitis media in which facial paralysis occurred as a 
complication’ on the sixth, fifteenth and twenty-third 
dav of the ear infection. One of these was treated 
with sulfadiazine and the 2 others with penicillin given 
intramuscularly in divided doses varying from 100,000 
to 160,000 units daily. All the patients recovered com- 
pletely, and no surgical procedures were necessary. 

The effect of penicillin on acute suppurative otitis 
media has also been studied by Bail.* Seventeen cases, 
12 of which occurred as a complication of scarlet fever, 
were first treated with full dosage of sulfadiazine and, 
when this agent was found to be ineffective, 20,000 
units of penicillin was administered intramuscularly 
every four hours until a total of from 380,000 to 
2,000,000 units had been given. Resolution of the 
infection with normal hearing resulted in one to two 
weeks, the average time being about nine days. Ten 
of the post-scarlet fever patients recovered rapidly, 1 
required surgical intervention and the last got well 
slowly. Clouding and destruction of the mastoid cells 
were noted by x-ray examination in all of the patients. 
Mastoiditis was a clinically evident complication in all 
at the time of starting the penicillin therapy, sitice 
mastoid tenderness and/or sagging of the posterior wall 
of the auditory canal was evident at the end of the 
ineffective course of sulfadiazine. The other 5 patients 
with otitis media who had signs and symptoms of acute 
mastoiditis at the termination of the sulfonamide treat- 
ment were given penicillin, and all recovered com- 
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pletely without any further measures. Bacteriologic 
studies of the aural discharges in these patients revealed 
hemolytic Staphylococcus albus in 4 and Staphylococcus 
aureus in 1, 

Craig and his co-workers * have reported the results 
of penicillin treatment of 36 cases of acute suppurative 
otitis media and acute mastoiditis. Their original scheme 
of treatment consisted in the continuous intravenous 
adiinistration of the antibiotic agent in isotonic solution 
of sodium chloride containing 20,000 units per liter. 
Intramuscular injections of the drug, 10,000 units every 
three hours for seven days, also were given! The 
treatment schedule was eventually changed to 20,000 
units administered intramuscularly either in separate 
doses every two hours or continuously for at least five 
to seven days. All of the patients responded satisfac- 
torily; those in whom the otitis media was early were 
rid of the infection after two to four days of treatment. 
while those who had had infections of the middle ear 
for one to two weeks prior to start of treatment required 
a longer period of therapy before good results were 
obtained. 

Our purpose in the work reported here was to inves- 
tigate the effectiveness of penicillin given very early 
in the course of suppurative otitis media in curing the 
infection and preventing complications; to determine . 
the effective dose range and the length of time over 
which treatment had to be continued; ascertain 
whether or not there is any correlation between the 
total amount of the antibiotic substance required to 
produce good results and the type of organism which 
is responsible for the infection, and to study, by means 
of x-ray examinations, the effect of this type of treat- 
ment on involvement of the mastoid. Since purulent 
otitis media is not an infrequent sequel to scarlet fever, 
the opportunity was available in our hospital to treat 
a fairly large number of patients with acute middle 
ear infections and to follow them very carefully from 
the bacteriologic and clinical points of view. 


METIIODS 

Patients in whom the diagnosis of acute suppurative 
otitis media was unquestionable were the ones selected 
for this study. “No individual was treated until exudate 
appeared in the external auditory canal as the result 
cither of spontaneous perforation (48 cases) or of 
paracentesis of the drum. As soon as purulent aural 
discharge appeared, cultures were taken in the manner 
to be deseribed and treatment with penicillin started. 
‘This was the procedure for all but 11 of the patients ; 
) were first treated twenty-four hours after the appear- 
ance of the exudate, and 6 did not receive the antibiotic 
agent until forty-eight hours after the eardrum had 
ruptured. 

Ten thousand units of penicillin was administered by 
intramuscular injection ‘every three hours until the 
external auditory canal was dry for at least twenty-four 
hours; in some instances treatment was prolonged for 
several days after cessation of aural drainage. The 
size of each dose and the interval between injections 
were kept constant, so that the only variable was the 
length of time over which therapy was continued. Each 
patient was examined daily from the time of first appear- 
ance of signs of acute suppurative otitis media for 
changes in appearance of the eardrum and for evidence 
of mastoiditis. The external auditory canal was cleansed 
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of purulent material several times a day by means of 
dry sterile gauze wicks. 

Roentgenologic examination of the mastoid on the 
involved side was carried out in every case as soon 
as the ear began to drain and repeated every seven 
days, the last film being taken on the day before dis- 
charge from the hospital. In many of the cases an 
x-ray study of the paranasal sinuses also was made. 

Four of the patients who developed secondary infec- 
tions with gram negative bacteria were treated by the 
instillation of four drops of a sterile aqueous solution 
of 10 per cent urethane and 1 per cent sulfanilamide 
into the external auditory canal every three hours, the 
purulent exudate being first removed hy means of 
sterile gauze wicks. 

The aural discharge in all cases was obtained for 
hacteriologic study as soon as it was first observed, 
by inserting a sterile cotton swab gently into the external 
canal. This material was streaked immediately over 
a blood agar plate, the medium consisting of a mixture 
of yeast extract, tryptose, peptone, heart infusion, 
glucose and agar. All cultures were incubated at 37 C. 
lor twenty-four to forty-eight hours and then the colo- 
nies examined macroscopically and by means of the 
Gram stain. All of the gram negative bacteria which 
were isolated were studied by means of sugar reactions 
and type of growth on eosin-methylene blue agar. 
Cultures of the auditory canal were taken daily as long 
as discharge persisted and about every other day there- 
after until the patient was discharged from the hospital. 

All of the cases were observed for a minimum of 
seven days following cessation of penicillin treatment. 
In most instances this period of observation was for two 
or more weeks because of the necessity of completing 
the quarantine period for scarlet fever. A follow-up 
study of the patients was made by means of a mailed 
questionnaire from one to eight months alter discharge 
from the hospital. 

RESULTS 

Fifty cases of acute suppurative otitis media, 48 
occurring as a complication of scarlet fever, 1 observed 
in the course of measles and another during an episode 
of streptococcic pharyngitis, were studied. Perforation 
of the tympanic membrane with discharge of purulent 
exudate took place between the first and the fifth day 
of the primary disease in 15, between the eighth and 
fifteenth day in 14, between the sixteenth and twenty- 
fith in 14, and between the thirtieth and sixtieth days 
in 7 patients. Treatment with penicillin was started 
in 39 of the cases on the same day on which ear 
drainage was first noted, in 5 after twenty-four hours 
and in the remaining 6 forty-eight hours following the 
first appearance of exudate in the external auditory 
canal, 

Bacteriologic studies of the purulent exudates revealed 
hemolytic Staphylococcus aureus alone in 11 cases (22 
per cent), the beta-hemolytic streptococcus alone in 21 
(42 per cent), nonhemolytic Staph. aureus alone in 
10 (20 per cent), the beta-hemolytic streptococcus and 
hemolytic Staph. aureus in 5 (10 per cent), the beta- 
hemolytic streptococcus and nonhemolytic Staph. aureus 
in 2 (4 per cent) and Corynebacterium diphtheriae and 
nonhemolytic Staph. aureus in 1 (2 per cent). After 
the use of penicillin for varying periods of time, these 
organisms tended to disappear fairly rapidly in most 
instances, but Staphylococcus aureus persisted for a 
considerably - longer time than did the beta-hemolytic 
streptococcus. 
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_ Penicillin was administered to each of the patients 
in a dosage of 10,000 units intramuscularly every three 
hours and treatment continued until the aural discharge 
had been absent for at least twenty-four hours. Thus, 
as already pointed out, the daily total dose for each 
patient was the same, differences in the amount of anti- 
biotic substance used being determined only by the 
duration of the therapy. Twenty-two patients were 
treated for an average of four days with a total of 
between 300,000 and 400,000 units of penicillin. Thir- 
teen of these were infected with Staphylococcus aureus 
alone, + with the beta-hemolytic streptococcus and hemo- 
lytic Staph. aureus, 3 with nonhemolytic Staph. aureus 
alone, 1 with hemolytic Staph. aureus alone and 1 with 
hemolytic Staph. aureus and the beta-hemolytic strepto- 
coccus. The average time required for the aural dis- 
charge to disappear was 3.9 days. There were four 
recurrences of the suppurative otitis media after com- 
pletion of treatment in this group. 

Nineteen patients required a total dose of between 
400,000 and 800,000 units of penicillin, administered 


Tabre 1—Summary of Bacteriologic Findings and Clinical 
Kesults in the Treatment of Acute Suppurative 
Otitis Media wiih Penicillin 


Total Dosage of Penicillin Used 


110,000 S00000 1,700,000 2,500,000 
Units Units Units Units 
Nuomber of 4 19 38 
Averayve number of days 
Average time required for dry 
Hemolytie Staphylococeus 
Hemolytic streptococcus alone 1:3 4 
Nonhemolytic Staphylocoecus 
3 7 0 0 
Heinolytie streptoeoecus and 
hemolytic staphvloeoceus. .. 4 0 


llemolytic streptoeoe@us and 

nonhemolytie Staphylococcus 

Nonbemolytie Staphyloeoceus 

aureus and Corynebacter- 


over an average period of 6.6 days, to produce disap- 
pearance of the signs of infection of the middle ear im 
an average of 4.4 days. Of these individuals, 6 were 
found to harbor Staphylococcus aureus alone, 4 the 
beta-hemolytie streptococcus alone, 7 nonhemolytic 
Staph. aureus, 1 the beta-hemolytic streptococcus and 
nonhemolytic Staph. aureus and 1 nonhemolytic Staph. 
aureus and C. diphtheriae in the aural exudate. There 
was one recurrence of otitis media following cessation 
of therapy in this group. 

Leight of the 9 remaining patients were given between 
800,000, and 1,500,000 units of the antibiotic agent 
over an average period of fourteen and two-tenths days ; 
the mean time required for the disappearance of sigis 
of infection of the ear was fourteen days. Bacteriologic 
studies of the aural discharges in these individuals 
revealed 4 to contain hemolytic Staphylococcus aureus 
alone, and the other 4 the beta-hemolytic streptococcus 
alone. ‘There were three recurrences in this group. 


The ninth patient, who was infected with the beta- 
hemolytic streptococcus and hemolytic Staph. aureus 
was treated with 2,500,000 units of penicillin over a 
period of thirty-three days; the aural discharge stopped 
thirty days after therapy was started. The summarized 
data are shown in table 1. 
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Daily examinations of the ears while treatment was 
being given revealed gradual decrease in the amount 
of purulent exudate and subsidence of bulging and 
redness of the drum, The temperature, if elevated, 
returned rapidly to normal. In some instances slight 
to moderate inflammation of the tympanic membrane 
as well as a very small amount of mucoid material in the 


external auditory canal persisted for several days after. 


treatment was stopped. Many of the patients showed 
some degree of thickening of the eardrum at the time 

of discharge from the hospital. 
Correlation of the type of organisms producing the 
purulent otitis media and the total dosage of penicillin 
required to effect a cure revealed that in the group 
of 22 patients recovering after treatment with the small- 
est amount of penicillin (300,000 to 400,000 units) only 
9 (41.4 per cent) were infected with Staphylococcus 
aureus, hemolytic or nonhemolytic, either alone or in 
combination with the beta-hemolytic streptococcus. Of 
the 19 patients requiring somewhat larger doses 
(400,000 to 800,000 units), 15 (78.9 per cent ) harbored 
Staphylococcus aureus either alone or in combination 
with the beta-hemolytic streptococcus. Four (50 per 
cent) of & subjects who had to be given between 800,000 
and 1,500,000 units of penicillin before there was a 
cessation of the signs and symptoms of disease of the 
middle ear were infected with the hemolytic Staph. 
aureus alone. The individual who required the largest 
Taste 2.—Dosaye of Penicillin Used in: Treatment 

of Recurrences 


tai Dose of 
Number of Recurrences Number of Penis illin Used, 
Treat Days Treated Units 


quantity of penicillin (2,600,000 units) was found to 
he harboring the beta-hemolytic streptococcus and non- 
hemolytic Staph. aureus in the aural exudate. From 
these data it would appear that infections of the middle 
‘ar in which Staphylococcus aureus is one of the etio- 
logic agents are, on the whole, more refractory to 
treatment with penicillin than those in which the beta- 
hemolytic streptococcus is the etiologic agent. 

Daily physical and wegkly roentgenologic examina- 
tions of the mastoid were carried out in every case. 
None of the patients had any clinical evidence of mas- 
toiditis in the form of redness, swelling or tenderness 
over the mastoid bone or sagging of the posterior 
auditory canal wall. X-ray studies revealed clouding 
of the mastoid cells coincident with the first appearance 
of discharge from the ear in all of the cases. In many, 
a minimal to moderate degree of cell destruction was 
also noted at the time therapy was started and was 
still present when the patient was discharged from the 
hospital. In a few instances there appeared to be 
regression of the process in the mastoid during the 
course of penicillin treatment. 

Three of the patients with acute suppurative otitis 
media who were treated with penicillin developed com- 
plications directly related to the disease of the middle 

“ar while receiving treatment. Two of them had a 
right facial paralysis, peripheral in character, which 
gradually cleared. In the third, fever, stiff neck and 
a pleocytosis of the cerebrospinal fluid (1,000 lympho- 
cytes per cubic centimeter) occurred during therapy 
with the antibiotic agent. Mastoidectomy revealed 
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thickening and grayness of the wall of the lateral sinus, 
and a diagnosis of sinus phlebitis was made. There 
were no clinical signs of mastoiditis before carrying out 
the surgical procedure, and it is important to point out 
that no evidence of infection of the mastoid bone on 
the atfected side could be found at operation. ‘Two other 
patients developed elevations of temperature, in 1 case 
to 102-103 F. for three days, while receiving treatment. 
The fever disappeared very promptly when admunistra- 
tion of the drug was stopped, and it was assumed that 
the febrile reaction was the result of an allergic reaction 
to penicillin. No other complications were observed. 

Recurrences of the otitis media at various times after 
cessation of penicillin treatment were observed in & 
patients. Of these, 4+ were in the group who had 
received 300,000 to 400,000 units of drug in the original 
course; 1 developed a recurrence of the infection twice. 
One course of treatment failed to produce a permanent 
cure in 1 patient in the group that had received 400,000 
to 800,000 units of penicillin and in 3 among those who 
had been given 800,000 to 1,500,000 units. Of the 
latter, 1 patient had to be given three courses of therapy 
with the antibiotic agent before he remained free fromm 
ear infection. Thus, a total of &, 16 per cent, of the 
patients had recurrences; 2 of these, 4+ per cent, had 
more than one recurrence. Three of the recrudescences 
of infection occurred in five days, 1 in eight days, 
2 in twenty-two days and 1 in thirty-two days after 
cessation of penicillin treatment. Bacteriologic studies 
revealed that, in most instances, recurrence of disease 
of the middle ear took place in those who had been 
infected with Staphylococcus aureus alone or in com- 
bination with the beta-hemolytic streptococcus during 
the first episode of suppurative otitis media; in many 
cases these organisms were still present in the external 
canal in spite of the absence of purulent exudate when 
penicillin therapy was stopped. All recurrent attacks 
were treated with penicillin in various, doses. The 
results of this therapy are shown in table 2. From these 
data it can be seen that in 4+ instances cure resulted 
after three to six days of treatment during which a 
total of 230,000 to 450,000 units of penicillin was given. 
Four other patients required 300,000 to 800,000 units 
of drug administered over a period of seven to nine 
days to produce a beneficial effect. Two were injected 
with 800,000 to 1,000,000 units of penicillin during eight 
to ten days before they recovered. The time required 
for cure of the exacerbations of the middle ear infections 
appeared to be in the same order of magnitude as that 
necessary to produce cessation of aural discharge during 
the first attack. All of the patients were completely 
iree from all signs and symptoms of otitis media when 
they were discharged from the hospital. 

A follow-up study carried out by mail revealed that 
2 patients had had recurrences of the aural discharge 
within the first six weeks after cessation of penicillin 
therapy. They were not seen by us but their parents 
reported that, in both instances, the infection subsided 
alter a short course of treatment with one of the sulfon- 
amides. One patient developed whooping cough some 
time after discharge from the hospital and, in the course 
of this disease, had otitis media from which he recovered 
in several days with no treatment. Three months after 
leaving the hospital a fourth subject had a recurrence 
of earache with a slight amount of discharge, which 
ceased after one application of “ear drops.” 

During the course of penicillin treatment, gram nega- 
tive bacteria appeared in the purulent exudate in the 
ears of 4 of the patients. Table 3 indicates the time 


V 12 
1945 


OTITIS 
elapsing between the inception of penicillin treatment 
and the appearance of the gram negative bacteria, the 
length of time over which these organisms persisted 
before treatment was started, and the response to the 
instillation of urethane-sulfanilamide mixture. Three of 
the patients were harboring Proteus vulgaris and 1 


TABLE 3.—Results of Treatment of Gram Negative Ear 
Infections Occurring During the Course of Penicillin 
Therapy with Urethane-Sulfanilamide Mixture 


Days 
Klapsing Duy 
Between k 
Beginning of Between "Time 
Penicillin Appearance Required 


‘Treatment of Gram tor Gram 
and Ne ‘gati ve Number ot Negative 
Appearance Bacteria and Days of Organisms 
of Gram Start o Urethane to Lay ar 
Negative Dose of Tre om Kar 
Patient Bacteria Treatment Urethane ment Dise harge 
B. B. 2 {drops in ear 6 
every 3 hours 
3 17 4 drops in ear 7 2 
eyery 5 hours 
1 4 drops in ear 7 1 
every hours 
7 Be 4 i drops in ear 7 1 


every hours 


Pseudomonas aeruginosa. All were treated with an 
aqueous solution of 10 per cent urethane and 1 per cent 
sulfanilamide every three hours in the manner described 
under Methods. In all cases the gram negative bacteria 
disappeared after one to two days of treatment and 
were never recovered in culture again during the remain- 
der of the period of observation. 


SUMMARY AND COMMENT 

From the results obtained in this study, it appears 
that penicillin is a very effective agent in the treatment 
of acute suppurative otitis media in which gram positive 
cocci are the etiologic agents. While local therapy might 
he more effective in this disease because high concen- 
trations ef drug could be placed at the actual site of 
infection and the necessity of frequent intramuscular 
injections with the attendant discomfort eliminated, it 
is not feasible at present because of the- difficulty of 
introducing the drug into the middle ear, The antibiotic 
agent has many advantages over the sulfonamides in 
the treatment of acute middle ear infections because 
of its lack of toxicity, its failure to be inhibited by 
exudates and the fact that its use leads to a greater 
percentage of permanent cures without the necessity of 
resorting to mastoidectomy. There appears to be a 
definite relationship between the amount of penicillin 
required to produce good results and the type of organ- 
isms which are producing the otitis media. The data 


given seem to indicate that those infections in which 


the hemolytic Staphylococcus aureus is present, cither 
alone or in combination with the hemolytic streptococcus, 
are more difficult to treat and require larger doses of 
the drug before a cure is effected. While recurrences 
are seen aiter penicillin treatment, these are apparently 
easily controlled by readministration of the antibiotic 
substance with eventual complete eradication of infection 
in all cases. The recurrence rate in penicillin-treated 
patients is definitely lower than in those receiving the 
sulfonamides. 

Complications of suppurative otitis media are reduced 
to a minimum, and mastoiditis, which is by far the most 
common of the sequelae following middle ear infection, 
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is almost completely eliminated by penicillin therapy. 
In the 1 patient in this study who required surgical 
intervention because of a lateral sinus phlebitis, there 
was no evidence of mastoid infections at the tinfe of 
operation. ‘Table 4 indicates the incidence of mastoidec- 
tomy following purulent otitis media at the Haynes 
Memorial Hospital during the last five and one-half 
years. From 1940 until the inception of penicillin, all 
cases of acute suppurative otitis media were treated with 
one of the sulfonamides, and 27 to 52 per cent of them 
required mastoidectomy. 

In the eight months during which all patients with 
suppurative otitis media were treated with penicillin, 
only 1 (2 per cent) underwent mastoidectomy, and in 
this instance the operation was not performed for diffi- 
culty in the mastoid bone but because of development 
of lateral sinus phlebitis. This represents a thirteen 
to twenty-six fold decrease in the incidence of mas- 
toidectomy as compared to the period in which the 
sulfonamides were in use. 

In general, in otitis media occurring during the 
course of scarlet fever, x-ray examination of the mastoid 
on the involved side on the first day the aural dis- 
charge appears usually shows clouding of the mastoid 
cells and, in some cases, a slight degree of destruction 
in addition. This was also true in the case reported 
here, but there appeared to be no increase in the severity 
of the roentgenologic findings during or after comple- 
tion of the course of penicillin treatment. In a few 
instances there was clearcut evidence that the infection 
in the mastoid bone regressed under therapy. 

Gram negative organisms such as Proteus vulgaris, 
l’seudomonas aeruginosa, Escherichia coli and Hemoph- 
ilus influenzae are known to be insensitive to the 
action of penicillin. Acute or chronic otitis media due 
to or complicated by infection with these bacteria is 
therefore not amenable to penicillin therapy. Collins 
and Hughes" have recently pointed out the frequency 
and preponderance of gram negative organisms in 
chrome otitis media and the difficulty encountered in 
treating these cases with penicillin. They consider 
these bacteria to be true pathogens and not mere 
saprophytes. Weinstein and McDonald? have shown 
that some of these organisms are very sensitive to the 
action of urethane in the test tube, and this drug was 
used to treat all of the patients in this study who 
developed secondary infections of the middle ear with 


Taste 4—Ilncidence of Mastoidectomy in Suppurative Otitis 
Media at Haynes Memorial Hospital from 1940 to 1943 


Per Cent of 
Otitis Media 
Cases of Number of Requiring 


Number of 


Year Otitis Media Mustoidectomies Mastoidectomy 

1044 (9 months)....... 7s 33 42.5 
044-1945 (S months)... ow 2 
Proteus vulgaris or Pseudomonas aeruginosa. All 


responded quickly and completely to local instillation 
of a 10 per cent urethane-1 per cent sulfanilamide solu- 
tion in water. Although the number ot cases of otitis 


Collins, E. C., and Hughes, K. E. A.: The Treatment of Chronic 
mnseaiie Otitis Media by the Local Applic: ation of Penicillin and Other 
Drugs, J. Laryng. & Otol, 59: 81-95, 1944. 

Weinstein, L., and McDonald, A.: The Effect of Urea, 
walk Other Carbamates on Bacterial Growth, 


Urethane, 


Science 101: 44-45, 1945 
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media in which gram negative bacteria were present THE ABUSE OF ENDOCRINE THERAPY 
is very small, the results obtained with local appli- ah a bes 

cation of urethane-sulfanilamide solution are quite IN| GYNECOLOGY 

striking. Further study of this combination of drugs LIEUTENANT (ic) F. JACKSON STODDARD 


for use in chronic middle ear infections 1s warranted. 

The following regimen of penicillin therapy for sup- 
purative otitis media due to gram positive organisms 
has been instituted in the hope of eliminating the 
recurrences and reducing still further the incidence of 
nnplications limediately on appearance of purulent 
exudate in the external auditory canal, 15,000 units of 
penicillin is administered intramuscularly and the same 
dose repeated every three hours until the aural discharge 
has been completely absent for seventy-two hours. 

CONCLUSIONS 

1. Fifty cases of acute suppurative otitis media, 48 of 
which occurred as a complication of scarlet fever, were 
treated with varying doses of penicillin intramuscularly. 
The external auditory canal was free from exudate in 
82 per cent of the patients in less than four and one-half 
days following institution of therapy. Recurrence of 
the infection was observed in 16 per cent; these 
responded well to treatment with larger doses of 

There appeared to be some degree of correlation 
el een the total dosage of penicillin required to’ effect 
a cure and the type of organism producing the middle 
‘ar infection. Infections in which the hemolytic Staphy- 
lococcus aureus was present alone or in combination 
with the beta-hemolytic streptococcus seemed to be 
more resistant to therapy but responded to larger 
quantities of the antibiotic agent. 

3. Complications of acute suppurative otitis media 
were reduced to a minimum, and mastoidectomy was 
only an infrequent necessity. 

4. Secondary infections with gram negative bacteria 
were well controlled by the local administration of 
10 per cent urethane and 1 per cent sulfanilamide in 
solution. 

. The following regimen is suggested for the treat- 
“i of acute suppurative otitis media: intramuscular 
administration of 15,000 units of penicillin immediately 
aiter the appearance of exudate in the external auditory 
canal and repetition of the same dose every three hours 
until the aural discharge has been completely absent for 
seventy-two hours. 


Variation in Organisms.—The study of variation in organ- 
isms reproducing asexually, such as bacteria and viruses, has 
not yet led to any compact body of generalization at all com- 
parable to that of classical genetics. An immense amount of 
work has been done on bacterial variation ever since Pasteur’s 
demonstration that attenuated variants might be used to immu- 
nize animals against a more virulent strain of the corresponding 
bacterial type. Most of such work has been done by methods 
which provide no data as to the frequency with which mutants 
appear nor any evidence as to whether the variant finally 
obtained was a primary mutant from the parent strain or 
appeared only as a result of a progressive series of heritable 
changes. There is a general tendency in the literature to avoid 
expressing an opinion even as to whether the variations observed 
result essentially from discontinuous mutation with selective 
survival of variants particularly suitable to the abnormal experi- 
mental environment, or whether they are to be regarded as 


modifications produced by a direct somatic effect (Lamarckian) 
of the changed environment.—Burnet, Frank MacFarlane: 
as Organism, 
1945 


Virus 


Cambridge, Mass., Harvard University Press, 


-What she 


(MC), U.S.N.R. 

An analysis of a group of cases seen in the Depart- 
ment of Obstetrics and Gynecology of the University 
of Michigan Hospital has disclosed a need for greater 
clarification in the management of the gynecologic 
patient. The abuse of endocrine therapy prior to ade- 
quate diagnosis is illustrated in the cases reported here 
and summarized in the table. 


REPORT OF CASES 

Case 1—A married nulliparous woman aged 23 gave a 
history of norma] menstrual periods until five months prior 
to admittance. She reported intermittent, bright red vaginal 
bleeding for one month previous to the institution of diethyl- 
stilbestrol therapy. She had passed no tissue but soiled one 
to two pads daily throughout a four mouth period of endocrine 
Sample Cases tr Which Endocrine 
Improperly Used 


Therapy Was 


Hormone Prep- 
aration Used 


Correct 


Incorrect Diagnosis Diagnosis 


— 


Functional bleeding..... Diethylstilbestrot for 


4 months 


Incomplete abor- 
tion 


Far advanced cer 
cinoma of cervix 


. Menopausal bleeding... Diethylstilbestrol for 


months 


Pregnant mare’s serum  Chronie pelvie in- 
flammatory dis- 
ease 


. Primary amenorrhea... Chorionic gonado- 


tropin for 2 years 


Congenital absence 
of uterus and 
Vagina 


o. Secondary amenorrhea, Diethylstilbestrol for Arrhenoblastonmi 
3 months; pranone -of ovary 
6. Menopausal symptoms, Diethylistilbestrol for Thyroxicosis 
] year 
7. Hypermenorrhea..... eee Estrogens, progesterone, Hypothyroidism 
preznant mare's serum, 
testosterone 
8. Senile yaginitis.......... Diethylstilbestrol for Carcinoma of 
months vulva 
treatment. Pelvic examination had not been made and_ the 
patient was referred to us with the diagnosis “functional 
bleeding.” 


Admittance pelvic examination revealed nothing unusual. Tie 
Aschheim-Zondek test was negative. Dilation and curettage 
revealed necrotic chorionic and decidual tissue. Had a careful 
pelvic examination been performed or a biologic test for preg- 
nancy been made at the onset of her trouble, prior to the insti- 
tution of therapy four months earlier, the true diagnosis might 
have been arrived at and appropriate treatment instituted. 

Cask 2.—A woman aged 42, tertipara, tertigravida, had been 
treated with 1 mg. of diethylstilbestrol daily for six months for 
was told was “menopausal bleeding.’ No pelvic 
examination had been made. 

Examination on admittance revealed a far advanced squamous 
cell carcinoma, grade 3, of the cervix. 


Case 3.—A woman aged 30, nullipara, primigravida, giving 
a history of an infected instrumental abortion five years earlier, 
had been treated for sterility with weekly injections of preg- 
nant mare’s serum for one year prior to admittance to the 
University of Michigan Hospital. Her menstrual periods had 
always been normal, 


From the Department of Obstetrics and Gynecology of the University 
of Michigan Hospital, Ann Arbor, 
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Pelvic examination revealed bilateral adnexal tenderness and 
thickening. Lipiodol uterosalpingography revealed bilateral 
tubal obstruction. Had the uterogram been performed one year 
earlier, the patient might have been spared considerable dis- 
comfort and expense. In this case tubal obstruction secondary 
to an old salpingitis was the most likely cause of her sterility. 

Case 4.—A woman aged 18, nullipara, nulligravida, received 
chorionic gonadotropin for two years in an attempt to bring on 
her menarche. This had not occurred. 

Examination on admittance, which was her first examination 
in years, revealed congenital absence of the uterus and vagina 
but normal development of secondary sex characteristics. An 
artificial vagina was constructed by Dr. Norman F. Miller. The 
patient was advised that while she would never bear children 
she could marry. Subsequent follow-up has shown her to be a 
well adjusted married young woman. 

Case 5.—A woman aged 18, nullipara, nulligravida, entered 
with the complaint of cessation of menses two months previ- 
ously associated with deepening of the voice and generalized 
hirsutism. General physical examination, with the exception 
of the hirsutism, was negative. The masculinizing symptoms 
progressed, including enlargement of the clitoris. Laboratory 
studies, including basal metabolism tests, varinal smears, endo- 
metrial biopsies and salt and water balance studies, all per- 
formed over a period of months, shed no light on the true 
diagnosis. Androgenic assay tests were not available at that 
time. The patient was placed on cyclic diethylstilbestrol-pranone 
therapy for three months without results. 

Approximately one year aiter she was first seen she com- 
plained of severe constipation and a gradually enlarging abdo- 
men. Pelvic examination at this time showed a grapefruit sized 
right ovarian neoplasm. An oophorectomy was performed and 
microscopic examination revealed a tumor of the arrhenoblas- 
toma type. One month following removal of the tumor a normal 
menstrual period occurred, her first since the onset of symp- 
toms. Periods have continued regularly over a period of two 
years. Masculinizing symptoms have decreased to some extent. 

In this case, had frequent pelvic examinations been performed, 
no doubt the diagnosis would have been made carlier and both 
the patient and her physicians spared considerable anguish. 

Case 6.—A woman aged 48, primipara, primigravida, who 
had passed her menopause three years previously, entered com- 
plaining of increased nervousness, palpitation, weight loss and 
hot flushes. These symptoms had been present for fifteen 
months. During much of that time she had received 0.5 mg. 
of diethylstilbestrol daily for what she was told was “change 
of life.” 

Physical examination showed a mild tremor of the fingers, a 
warm moist skin, slight exophthalmos and a palpably enlarged 
thyroid gland. The basal metabolic rate was plus 45 per cent. 
Thyroidectomy resulted in pronounced improvement of symp- 
toms. 


While there is some evidence to show that estrogens 
may have a suppressive effect on thyrotoxicosis, it is 
doubtiul that diethylstilbestrol was given with this 
intent. More likely the true diagnosis had been over- 
looked. 

Case 7—A woman aged 24, nullipara nulligravida, entered 


complaining of excessive menstrual flow. Her menses had 


always been heavy, but for the previous four years they had — 
- lasted ten to twelve days and she saturated four to twelve pads 


daily. During this time she had received estrogens, proges- 
terone, testosterone and gonadotropins without lasting improve- 
ment. In addition she had received three blood transfusions, 
vitamin K, intramuscular liver extracts and iron preparations. 
The history revealed in addition that she was drowsy much f 
the time, had a poor appetite and seldom perspired. 
Admittance physical examination showed that she was thin 
and apathetic and that her skin and hair were dry. Her hemo- 
globin was 55 per cent. The basal metabolic rate was minus 
30 per cent. Estrogen and gonadotropin assays were within 
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normal limits. The patient was placed on thyroid, the dosage 
being controlled by clinical response and basal metabolism tests. 
After three months her periods became normal and her general 
condition improved. At present she takes 2 grains (0.13 Gm.) 
of thyroid daily and has basal metabolism tests twice a year. 

Cask &—A parous woman aged 76 was admitted with the 
complaint of pain in her groin, which had become progressively 
worse during the previous nine months. She had been using 
various ointments locally and had intramuscular injections of 
an estrogenic preparation twice weekly during that time, with- 
out relief. Morphine was finally resorted to when the pain 
became intractable. The patient had previously refused pelvic 
examinations. 

On admittance pelvic examination revealed a laree fungating 
mass which had replaced the vulva and invaded the vaginal 
canal. Bilateral enlarged inguinal nodes were present. Because 
of the advanced stage of the neoplasm a simple yulvectomy was 
performed as a palliative measure. 
able relief of pain. 


This resulted in consider- 
Histologically the neoplasm proved to be a 
grade 2 squamous cell carcinoma of the vulva. If this patient 
had submitted to pelvic examination earlier, complete surgical 
extirpation might have been possible. 


COMMENT 

The great strides which have been made in under- 
standing the internal secretions of the gonads has led 
to overzealousness on the part of some physicians, with 
the result that almost any abnormality of the female 
generative tract may be interpreted as being due to 
an endocrine imbalance. Unless carcinoma, inflamma- 
tory disease, complications of pregnancy and systemic 
diseases are carefully ruled out, grave errors in therapy 
may result. 

Carefully taken histories and thorough physical 
examinations are essential. Diagnostic laboratory tests 
should include urinalysis, blood counts and_ careful 
microscopic examination of biopsy material. Biologic 
tests for pregnancy and metabolism tests may also be 
of value. What at first may appear to be a functional 
disturbance may, after careful investigation, be found 
to have a different cause. 

The various laboratory procedures used to determine 
the status of the endocrine glands may be of value in 
selected cases but should not be relied on to the exclu- 
sion of the time tried diagnostic measures that have 
been enumerated. 

No attempt has been made to discuss the proper use 
of endocrine preparations in the field of gynecology. 
There is a place for them, but their use should be 
restricted to those cases in which the diagnosis of an 
endocrine disturbance has been clearly established. 


SUMMARY 

1. \ group of cases was encountered which showed 
how incomplete diagnostic studies may lead to improper 
treatment. 

2. Endocrine preparations are frequently used unjus- 
tifiably because of the current focus on endocrine 
imbalance as a cause of symptoms referable to the 
female generative tract. 

3. Resort to time tried diagnostic measures might 
have resulted in earlier disclosure of the true diagnosis 
in the & cases studied. 

4. Sex hormone excretion studies may be helpful in 
selected cases. 


5, Endocrine therapy has a definite but limited place 
in gynecologic practice. 
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CHRONIC HYPOCHLOREMIA SIMU- 
LATING PSYCHONEUROSIS 


MAJOR WILLIAM SAPHIR 
MEDICAL CORPS, ARMY OF THE UNITED STATES 

Under conditions of sustained heat, as in the tropics, 
fluctuations of the level of the blood chlorides are likely 
to occur, Prolonged exposure to heat associated with 
physical activity will lead to salt depletion and diminu- 
tion of blood chlorides.' If such deficiency is not made 
up and restoration of blood chlorides does not take 
place, symptoms of salt deficiency become manifest. 

The symptoms of heat exhaustion due to salt defi- 
ciency are described as pronounced weakness, dizziness, 
stupor, pallor, profuse perspiration, diminution of urine, 
acceleration of pulse rate and respiration, lowering of 
blood pressure, and occasional cramping pains in the 
muscles of the abdomen and extremities (heat cramps ).* 
The onset is usually sudden and not necessarily associ- 
ated with exertion, 

The diagnosis of heat exhaustion due to salt defi- 
ciency hardly presents difficulties as long as such a 
clinical picture is kept im mind. .\ determination of 
blood chlorides would seem unnecessary, as the rapid 
response to administration of salt makes the diagnosis 
obvious. 

However, if salt depletion and loss of chlorides is less 
rapid and more protracted, the acute symptoms of salt 
deficiency may be less evident and may be modified to 
such an extent as to present diagnostic difficulties. The 
resulting clinical picture may be confusing and diffi- 
cult to interpret. 

It is my purpose im this paper to present briefly 
10 cases of chronic hypochloremia that offered a strik- 
ing resemblance to psychoneurosis. In none of the 
cases did the diagnosis become apparent until blood 
chloride determinations were done. In all cases there 
was prompt relief of symptoms on restoration of their 
blood chloride level to normal. 


BLOOD CHLORIDE 
Blood chloride 


according to 


DETERMINATIONS 
determinations were periormed 
Army standard methods (Whitehorn ).* 


Numerous determinations revealed a normal range of 


from 400 to 500 mg. of sodium chloride per hundred 
cubic centimeters of whole blood, which is equivalent 
to 68.4 to &5.5 milliequivalents per liter. 


REPORT OF CASES 

Case 1L—A private aged 24 was admitted on May 5, 1944 
with the following note from his battalion surgeon: “I have 
observed Pvt. —— tor a number of weeks and cannot come 
to any definite conclusion. His complaints are vague—weak- 
ness, lassitude, general pains here and there. He has 
never had elevation of temperature. I doubt if there is any 
psychoneurosis involved and suspect some amount of exaggera- 
tion and malingering. . 

The patient appeared well: nourished, nervous and apprehen- 
sive. He had been overseas for twenty-two months, most of 
‘which time was spent in the tropics. He complained of general 
weakness and casy fatigability. He felt quite irritable and 
depressed without apparent cause. He had been taking an 
unspecified number of salt tablets irregularly. 


Technician 5th Grade R: ‘ph F. Hirschmann, Medical Department, per- 
tormed the blood chloride determinations. 

1 er, Michael; Silverman, M.; Jacob, J., and Powell, V. E. 
Failure of the press Mechanism in the Desert, J. A, M. A, 124: 1152 
(April 15) 194 

2. Cecil, hy R: A Textbook of Medicine, ed. 6, Philadelphia, W. B. 
Company, 1944, 

Methods for Laboratory Technicians, United States War Department 
7, Washington, D. C., Government Printing Office, 


Technic Manual &-227, 
Oct. 17, 194 


A. M. A. 
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Physical examination revealed a moderate tremor of the hands 
and exaggerated tendon reflexes. There were no other signifi- 
cant physical findings. The blood pressure was 120/70. Blood 
counts, malaria smears, urine analysis and chest x-ray examina- 
tion were all normal. A blood chloride determination revealed 
a value of 363 mg. per hundred cubic centimeters. 

The patient was given a high caloric diet with vitamin supple- 
ments and 60 grains (4 Gm.) of sodium chloride daily. A week 
later blood chlorides had risen to 411 mg. per hundred cubic 
centimeters. The patient felt fine and elated about the dis- 
appearance of the distressing symptoms. He was discharged to 
duty ten days after hospital admission. 

Case 2—A private aged 29, admitted on May 1, 1944, had 
heen in the tropics for the past eleven months and had been 
well able to participate in all the physical activities required 
until ahout one month prior to hospital admission. At that 
time he became aware of loss of strength and appetite. Epi- 
gastric distress without relation to meals, mild nausea and a 
sensation of fulness were present. The symptoms gradually 
increased in intensity so that hospitalization became necessary. 

Physical examination revealed that the patient was fairly well 
developed and did not appear acutely ill. There Was vague and 
mild epigastric tenderness without any other significant physical 
findings. .\ gastrointestinal x-ray study was entirely negative. 
Gastric analysis revealed a fasting value ot © free and 8 total 
acidity, one hour after a test meal 42 free and 52 total acidity. 
Three stool specimens were free from occult blood, ova and 
parasites. Blood counts, urine analysis and malaria smears 
were all normal. A) blood chloride determination revealed 
value of 306 mg. per hundred cubic centimeters. 

The patient was given a regular diet with vitamin supple- 
ments and 60 grains (4 Gm.) of sodium chloride daily. He 
improved rapidly. After five days the blood chlorides had risen 
to 400 mg. per hundred cubic centimeters. The symptoms sub- 
sided and the patient was discharged to duty. 

Case 3.—A corporal aged 20, admitted on May 9, 1944, had 
been overseas for only three weeks. While he had had some 
vague, intermittent dyspeptic symptoms for many months there 
had been considerable aggravation since he had been overseas. 
There were epigastric, postprandial distress, nausea and ano- 
rexia. There were increasingly severe nervousness, apprehen- 
sion, depression and insomnia. 

Physical examination revealed that the patient was well devel- 
oped and that the blood pressure was 110/70. There were 
moderate tremor, exaggeration of tendon reflexes and = mild 
diffuse epigastric tenderness. No other significant physical 
findings were present. 

Urine analysis, blood counts, malaria smears and stool exami- 
Nations for occult: blood, ova and parasites were all normal. 
Gastric analysis revealed a fasting acidity of 28 free and 38 
total, one hour after a test meal 36 free and 42 total acidity. 
A blood chloride determination revealed a value of 363 mg. per 
hundred cubic centimeters. 

Sixty grains (4 Gm.) of sodium chloride daily together with 
rest, a full diet and vitamin supplements was followed by pro- 
nounced improvement, and the patient was discharged to duty 
eight days after admission. 

Cast 4.—A corporal aged 27, admitted on May 9, 1944, for 
several weeks past had noticed increasingly severe epigastric 
distress, nausea and occasional vomiting. There was post- 
prandial aggravation of symptoms. Simultaneously there were 
loss of pep and strength, frequent headaches, nervousness and 
irritability. There were spells of depression and moodiness. 

Physical examination revealed mild tremor, hyperreflexia and 
moderate midepigastric tenderness. The blood pressure was 
140/80. Urine analysis, blood counts, malaria smears and three 
stool specimens were negative throughout. Gastric analysis 
revealed a fasting value of 40 free and 50 total acidity, one hour 
after a test meal 73 free and &2 total acidity. The value for 
blood chlorides was 366 mg. per hundred cubic centimeters. The 
same regimen as in previous cases was instituted. One week 
later the blood chlorides had risen to 420 mg. per hundred cubic 
centimeters. The patient felt well and symptoms had subsided. 
He was returned to duty eleven days after admission. 

Case 5.—A private aged 19, admitted on May 22, 1944, had 
always felt well until he arrived overseas four weeks before. 
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For the past three weeks he had noticed upper abdominal cramp- 
ing distress aggravated by work but not related to food intake. 
There was no vomiting, and the appetite remained good. The 
patient had not been taking salt tablets regularly and stated that 
he had been perspiring freely. 

Physical examination disclosed that the patient was well 
nourished; he was apprehensive, with moderate tremor and 
hyperreflexia. The abdomen was soft and the viscera were not 
palpable. There was mild upper abdominal tenderness. The 
blood pressure was 125/70, Laboratory findings were negative 
in regard to blood counts, urine analysis, malaria smears and 
stool examinations. Gastric aspiration revealed a fasting value 
of 4 free and 8 total acidity, one hour after a test meal 20 free 
and 30 total acidity. The blood chlorides were 370 mg. per 
hundred cubic centimeters. Regular diet, multivitamins and 
60 grains (4 Gm.) of sodium chloride daily were given. The 
patient improved rapidly. In one week the blood chlorides had 
risen to 410 mg. per hundred cubic centimeters and the patient 
- was returned to duty free from symptoms sixteen days after 
hospital admission. 

Case 6.—A technical sergeant aged 30, admitted on May 27, 
1944 with a tentative diagnosis of peptic ulcer, had an overseas 
stay of three months. For the past four weeks there was epi- 
gastric burning distress without relation to food intake. There 
were frequent vomiting, anorexia and nausea associated with 
headaches and dizziness. There was weakness and some pros- 
tration. 

Physical examination disclosed that the patient was apprehen- 
sive and in a fair state of nutrition. There were moderate 
tremor, hyperreflexia and dermographism. The abdomen was 
flat and soft. The viscera were not palpable. There was mild 
diffuse epigastric tenderness. Blood counts, urine and stool 
examinations and malaria smears were negative. Gastric anal- 
ysis showed a fasting value of 50 free and 58 total acidity, one 
hour after a test meal 16 free and 26 total acidity. The value 
for blood chlorides was 370 mg. per hundred cubic centimeters. 
Rapid improvement followed proper salt medication. The blood 
chlorides rose to 425 mg. per hundred cubic centimeters within 
a week and the patient was discharged to duty free from symp- 
toms and feeling well. 

Case 7.—A technician aged 32, admitted on June 1, 1944, had 
been overseas for one and one-half years, most of which time 
was spent in the tropics. For the past six months he had 
become increasingly nervous. He felt unable to concentrate on 
any task and consequently could not carry out orders satis- 
factorily. This in turn made lim depressed and blue. He 
began to worry and exhibited a behavior suggestive of intense 
anxiety, according to the accompanying statement of the reter- 
ring battalion surgeon. 

The patient complained of headaches and nervousness and 
appeared in a state of tension and depression. There were no 
significant physical findings. Laboratory tests including blood 
counts, sedimentation rate, urine analysis, stool examinations 
and malaria smears were not contributory. \ chest x-ray was 
negative. The blood chlorides were 365 mg. per hundred cubic 
centimeters. 

Sodium chloride 2.5 i. three times a day was given. The 
patient improved gradually and progressively. After nine days 
the blood chlorides had risen to 415 mg. per hundred cubic centi- 
meters. The patient was returned to duty fourteen days after 
admission, feeling fine and free from symptoms. 

Case 8—A private aged 24, admitted on Aug. 3, 1944, had 
spent most of his twenty-three months overseas service in tropical 
theaters of operation. For the past few weeks he had suffered 
from increasingly severe headaches, nausea, anorexia and weak- 
ness. He felt depressed and irritable. .A sudden aggravation 
of the condition occurred one day prior to hospital admission 
when the patient was working hard with little food and much 
perspiration. He felt extremely weak and dizzy and had to 
stop working. He had taken salt tablets rarcly aid irregularly. 

Examination revealed moderate dehydration, some tremor and 
hyperreflexia. The blood pressure was 120/82. No other sig- 
nificant findings were obtained, Urine, stools, malaria smears 
and blood counts were negative. Fasting gastric aspiration dis- 
closed a value of 0 free and 9 total acidity, one hour after a 
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test meal 32 free and 42 total acidity. 
363 mg. per hundred cubic centimeters. 

Salt tablets, 20 grains (1.3 Gm.) three times a day, were 
administered, together with vitamin supplements and a regular 
diet. Rapid recovery took place. The blood chlorides rose to 
403 mg. per hundred cubic centimeters within a few days and 
the patient was returned to duty six days after admission, feel- 
ing well and free from symptoms. 

Case 9—A private aged 23, admitted on Sept. 8, 1944, had 
been overseas for five months and felt well until six weeks 
before, when he gradually developed headaches, insomnia and 
dizziness. He felt progressively worse, had “blue spells” and 
“hot flushes” and became quite irritable and depressed. He 
vomited occasionally and felt increasingly nervous. At times 
he became quite fearful as if disaster were impending. He was 
unable to remain on duty status and was hospitalized. 

Physical examination failed to disclose significant findings. 
Blood counts, sedimentation rate, Kahn test, urine analysis and 
malaria smears were all normal. Fasting gastric acidity was 
free and 10 total acidity, one hour after a test meal 21 free 
and 30 total acidity. The blood chlorides were 370 mg. per 
hundred cubic centimeters. 

Salt tablets 20 grains (1.3 Gm.) three times a day, vitamins, 
regular diet and rest were given, The patient improved rapidly. 
Headaches and psychoneurotic manifestations subsided and_ the 
patient was returned to duty cighteen days aiter admission with 
a blood chloride level of 420 mg. per hundred cubic centimeters. 

Case 10.—A private aged 25, admitted on Nov. 5, 1944, had 
been overseas for thirty-one months, most of which time was 
spent in tropical theaters of operation. For the past several 
months he had felt increasingly nervous and irritable. He had 
spells of palpitation and dyspnea associated with dizziness and 
extreme weakness. 

Examination disclosed that the patient was fearful and appre- 
hensive, with considerable tremor, hyperretlexia and hyper- 
hidrosis. The heart action was rapid and = forceful without 
enlargement or murmurs. The blood pressure was 100/102. 
Urine analysis, blood counts, malaria smear and a chest x-ray 
were all normal. The fasting gastric content revealed 0 free 
and 9 total acidity, one hour after a test meal 35 free and 44 
total acidity. The value for blood chlorides was 380 mg. per 
hundred cubic centimeters. 

Rest, regular diet, multivitamins and sodium chloride 60 grains 
(4 Gm.) daily were administered. Considerable improvement ot 
the distressing symptoms took place and the blood chlorides 
rose to 440 mg. per hundred cubic centimeters. However, the 
blood pressure remained high and the patient was therefore 
evacuated, 


The blood chlorides were 


COMMENT 

An analysis of these cases reveals that chronic hypo- 
chlorennta can give rise to a variety of symptoms. 
These symptoms may be divided into two groups, one 
related to the intestinal tract, the other to the nervous - 
system. Intestinal svmptoms were vague epigastric dis- 
tress without definite relation to food intake, abdominal 
cramps, anorexia, frequent nausea and occasional vomit- 
ing. Symptoms related to the nervous system were 
headaches, dizziness, tremor, lhyperretlexia, hyperhidro- 
sis, nervousness, apprehension, restlessness, insomnia 
with loss of pep and strength, depression, personality 
changes and even frank anxiety. 

Consequently all the patients were originally assumed 
to be suffering from a psychoneurosis. For even when 
the alimentary symptoms predominated, the absence of 
significant orgaitic and laboratory findings led us to 
suspect the presence of a conversion psychoneurosts 
with psychosomatic manifestations of the intestinal tract. 

It was only through determination of the blood 
chlorides that the true mature of the disorder became 

manifest. Rapid improvement of all “psychoneurotic” 


symptoms took place on restoration of the blood chloride 
level to normal. 

Just what factors were responsible for the salt defi- 
It may be reasoned 


ciency in these cases is not clear. 
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that the patients had taken enough salt to prevent a 
sudden depletion of chloride stores with its typical pic- 
ture of acute heat exhaustion. But they had not taken 
enough to prevent a gradually increasing chloride deficit. 
The history obtained from these patients appears to 
substantiate this assumption. 

A noteworthy finding was the normal or even 
increased value (cases 6, 4) of gastric acidity. This 
may indicate that, in the face of impending salt ‘depriva- 
tion, depletion of such sodium chloride stores as the 
subcutaneous tissue may take place long before the 
important function of gastric hydrochloric acid syn- 
thesis is interfered with, Sodium chloride balance 
studies might have shed some light on the mechanism 
involved in the breakdown of our patient’s salt metabo- 
lism, but such studies were bevoml the scope of this 
paper, 

The length of tropical overseas service apparently 
had no bearing on the condition, One patient (3) 
Was overseas only three weeks, another (patient 10) 
thirty-one months. 

A recent report of the chief surgeon of the U. 
Army Forces in the “Middle East * deals in part with 
the effect of prolonged exposure to heat. The clinical 
entity described by him as “heat syndrome” bears some 
resemblance to the cases described herein. It is stressed 
that this heat svndrome has no relation whatever to heat 
stroke and heat prostration, which have been studied so 
thoroughly. 

Finally, attention is called to the possibility that 
chronic hypochloremia may remain unrecognized if not 
specifically searched for. There seems little doubt that 
rest, a normal diet, diminution of physical activity and 
hidrosis will restore a previously low blood chloride 
level to normal without addition of salt tablets. Improve- 
nent of psychoneurotic symptoms may then be errone- 
ously attributed to psychotherapeutic measures, and the 
true nature of the condition may remain obscure. The 
value of blood chloride determinations such cases 
appears obvious, 


SUMMARY AND CONCLUSIONS 

1. Ten cases of chronic hypochloremia were observed. 

2. The clinical symptomatology is vague and resem- 
bles a psychoneurosis with various psychosomatic mani- 
festations related to the vasomotor system and_ the 
alimentary canal. 

3. Prompt recovery took place on restoration of the 
blood chloride level to normal. 

4. The importance of blood chloride determinations 
in differentiating psychoneurosis from chronic hypo- 
chloremia is evident, 
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Virus Infection in Childhood.—Iii childhood the effective- 
ness of response to infection increases, and there is hardly an 
exception to the rule that any infectious disease met for the 
first time will show a lower average severity in well nourished 
children of ages 6-12 than in any other age group. With some 
diseases the difference is striking: there is practically no mor- 
tality in unprotected European children from yellow fever; 
clinical psittacosis is virtually unknown in this age group; and, 
in the 1918-19 pandemic of influenza, deaths in childhood were 
negligible in comparison with the high mortality in young adults. 
The relatively benign character of infection in the young ts 
also evident ii some other species notably in regard to several 
protozoal diseases of cattle —Burnet, Frank MacFarlane: Virus 
as Organism, Cambridge, Mass., Harvard University Press, 
1945. 
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The question of the effectiveness of American women 
as physicians has reached the point where its clarifica- 
tion has become imperative. Dr. G. Weiskotten ! 
shows that over the past twenty years American medical 
colleges have limited their registration of women to 
approximately 5 per cent of the total enrolment. Since 


Tabre 1—Number of Women Engaged in Medical IV ork 
Number No. in 
In Full Time Part 
Women Medical V Work ‘Lime 
Years Giradu- — Medical 
Mecticul College Covered ates ‘Per ‘Cent Work 
Columbia CP. & S.).. 11-1040 1721 150 3° 
New York University... 15-1940 103 
Univ.of Pennsylvania 121-1940 3 
Woman's Medieal.... 121-1040 44719 SU 


This exeludes 2 who have died and for whom no information js 
ible. 
Two of whom returned to practice because of the war, 
This excludes S who bave died and for whom no information is 
. This includes 4 who have returned to practice because of the war. 
M This excludes S who have died and 2 Chinese for Whom no infor- 
mation is available, 
6. This ineludes 1 who has returned beenuse of the war, 
7. This includes 2 who have returned to practice because of the war. 
s. This excludes 1 who has died and for whom no information is 
aviilable. 
%. This exeludes 4 who have died and for whom no information is 
available. 
10. This exeludes 16 who have died and 3 


with addresses in China, for 
Whom no information is availatl 


TABLE 2.—Kelation of Marriage to Subsequent Medical Activity 
Married Physicians in 
Number of Full Time Medica IW 
arried 
Medieal College Graduates Number Per Ce nt 
University of Penusyleania.......... 7 sv 


it is reported that -nglish medical schools are currently 
admitting women to the extent of 20 per cent, the 
arguments leveled in this country against their admis- 
sion seem to require reevaluation, 

The chief of these arguments relies for its force on the 
statement that women marry and leave the profession, 
making it sheer waste to sperid the large sums involved 
on their training. ‘This contention is often bolstered 
with figures of doubtful authenticity culled from the 
speaker's immediate experience, some of them at least 
heing related to those of the doctor who spoke of 
class in which 50 per cent of the women dropped out” 
without explaining that only 2 women had entered. 

The present study presents the results of an investiga- 
tion undertaken to discover what use the women grad- 


Weiskotten, H. G.: Forty-Second Annual Presentation of Educa- 
Data by the Council on Medical Education and Hospitals, 
Md 


tional 
J. A. 119: 1263 (Aug. 25) 1942. 
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uates of seven representative Eastern medical colleges 
have made of their training. It covers the careers of 
the women who, in the eighteen or twenty years before 
1940, graduated from the medical schools of Columbia, 
Cornell, Johns Hopkins, New York and Yale univer- 
sities, the University of Pennsylvania andthe Woman's 
Medical College of Pennsylvania. 


Taste 3.—Number of Specialists 


Total 
Number in Exelusive 
Full Time Specialists 
Medical 


Partial 


MEDICINE—LOIVTHER 


AND DOWNES 


513 


research, teaching in medical colleges and institutional 
medicine. The information in the last column of the 
table was obtained from the questionnaires sent out in 
1942 and shows that an additional 22 women are 
engaged in such part time work, often voluntary, as 
clinics, Red Cross blood banks, research projects and 
school and public health activities. Those physicians 
who have died and about whose activities no information 
is available have been omitted entirely from table 1 
(29 cases). Those, however, who are known to have 
practiced until the time of their death (7 cases) as well 
as those who have retired after fifteen or twenty years 
: practice (4 cases) have been included in the active 


Medical College Work Number Per € ent ‘Number “Per Cent Ist. 
150 40 27 18 12 Since these figures were obtained after the beginning 
of 1942 it might be inferred that the war is responsible 
New University. 10:3 Is 17 7 7 for the high . ‘percentage of active women physicians. 
niversity of Pennsylvania 1:3 4 
597 It may be pertinent therefore to emphasize the fact that 
Yale 35 15 27 1 the information in the directory would have been 
1,115 273 gathered too early to reflect the response of women 
to the war emergency. Replies to questionnaires have 
Taste 4.—Fields of Specialization 
Univ. of Woman's 
Columbia Johns New York Penn- Medical 
P. & 8. Cornell Hopkins University sylyania College University Total 
Public health. 7 ” 4 16 
1 2 1 4 
Dean Martha Tracy? had already shown that the Parte 5.-—Professorial Appointments Held by 


questionnaire method elicits only a limited response, 
36 per cent in her case, after two trials. In the hope 
of making as complete a study as possible, the record 
of each graduate in the present group has been inves- 
tigated, making use of the American Medical Directory 
for 1942 (the latest available) and of records in alumni 
and medical college administrative offices. If a gradu- 
ate’s name did not appear in the directory or was listed 
as “not in practice” a questionnaire was sent to learn 
whether she was listed under a married name or was 
using her medical training in any way. The information 
brought together in the accompanying tables is therefore 
chiefly as of 1942-1943, with occasional corrections 
from questionnaire replies. The total number of 
women whose records have been studied is 1,240, which 
according to Dr. Weiskotten is equal to about a third 
of the women graduated in the past eighteen years 
and to one-sixth of the total number of women physi- 
cians registered in the entire United States in 1942. 

The investigation shows that of these 1,240 women 
graduates 1,115 (90 per cent) were in 1942-1943 in 
full time medical work (table 1). For our purposes 
we have defined “full time medical work” to include, 
besides medical practice, public health work, medical 


2. Tracy, Martha: Bull. Am. Med. Col, 3: 327, 1928. 


Hoomen Physicians 


College from Number with 


Which Degree Professorial Medical Colleges to 
Was Taken Rank Which Appointed 
Columbia (P. & 8.)......... Columbia 4, C. of Cineinnati 1 
liv. 2, Syracuse 1, Univ. of 
lilinois 1, Woman's Medic al 1, 
2 
Johns Hopkins. ............ Columbia 1, New York Univ. 2, 
Univ. of Ceerers 1, Univ. of 
Iinois 1, Univ. of Wisco nsin J, 
Vanderbilt 2 Univ. 1, 
Yale 2 
New York Univ............. 2 New York Univ. 2 
Univ. of Pennsylyania...... Woman's Medical 5 
Woman's Medieal........... 17 Woman's Medieal 18, New York 
Medical (Flower) 1, Ohio State J, 
Temple 1, Univ. of California 1 
1 Columbia 1 


shown that only 7 now included in the full time list, and 
3 on the part time, returned to practice after the out- 
break of the war. It has been impossible to include in 
the present report “the responses to questionnaires sent 
to graduates of the Woman's Medical College. It should 
therefore be held in mind that their recorded percentage 
of activity is probably somewhat too low. 
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Since the major argument against the admission of 
women to medicine is predicated on the assumption that 
marriage automatically terminates their professional 
activities, the number of married women physicians 
has been investigated. [t is a satisfaction to be able 
to report that 82 per cent of those who have married 
have remained in full time medical work (table 2). 
Since the overall activity is 90 per cent, this represents 
a comparatively small drop attributable to marriage. 
Furthermore, as it is the custom for many Women to 
continue to use their maiden names im practice, and 
alumni records are not always complete in these cases, 
the number of married graduates has almost certainly 
heen underestimated. As in the case of all married 
professional women, it is understood that short mater- 
nity leaves have been taken in some cases. 

It is of course true that if women as a group are to 
justify their claim to a place in the medical profession, 
they must do more than practice. .\ just criterion for 
the measurement of the extent to which any group has 
significant or distinguished contribution to the 
advancement of a science is not easy to find, One indi- 
cation of such contribution on the part of this group 
is to be found in the number of specialists, another in 
the number who hold professional appoimtments in 
medical colleges. 

The figures in table 3 show that 24 per cent of the 
total number of women engaged in full time medical 
work have taken enough advanced training to qualify 
as exclusive specialists, while a further & per cent com- 
bine partial specialization with general practice. The 
types of specializi ition chosen by “the 273 women physi- 
cians who devote themselves to a single field are indi- 
cated in table 4. As might be expected, pediatrics leads 
with 24 per cent of the total, but psychiatry claims 


15 per cent and internal medicine 12 per cent. It ts 
perhaps surprising that obstetrics and gynecology 


together fall below these. with only 1] per cent repre- 
sentation. It would be interesting to know how much 
this distribution has been dictated by preference and 
how much by the relative case of obtaining hospital 
appointments. In view of the difficulty in’ getting 
surgical internships for women, it is gratifying to find 
that at ast 4 women in this group have persevered 
in this field. Of these one is now a surgeon in the 
British army, with the rank of major. 

A further measure of accomplishment is to be found 
in the number of appointments from this group to 
professorial rank in approved medical colleges. The 
igures in table 5 all date back to 1942 and mean that 
in the face of a very considerable prejudice and com- 
petition 31 of the 30 women holding such appointments 
had made their way to positions on the faculty of 
coeducational medical colleges. It may be objected that 
this number is small, but in view of the obstacles to 
their advancement it seems large enough to carry some 
weight. 


The evidence here presented indicates that women 
physicians as a group have amply justified their training 
and that marriage has had a negligible effect on their 
professional activities. ‘They have in a high percentage 
of cases rendered active service to medicine, and a 
reasonable proportion of them have taken advanced 
training and entered a wide varietY of special *fields. 
()n the basis of this record it would seem that American 
medical colleges might well consider accepting a higher 
percentage of women in the future. 
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MODIFICATION OF TEARRISON’S TEST FOR) BILIRUBIN 


IN THE URINE ESPECIALLY SUITED FOR 
MASS AND SERIAL USAGE 
Viotet Hawkinson, B.S.; J. Watson, M.D. 


MINNEAPOLIS 
AND 
Coronet Roy H. Turner 
MEDICAL CORPS, ARMY OF THE UNITED STATES 


The inereased incidence of infectious jaundice during the war 
has focused attention on the need for simple tests which will 
aid in the early detection of the disease and in following its 
Course, 
may appear in the urine in cases of experimentally induced 
hepatitis before any elevation of the total serum bilirubin is 


observed is in itself indicative of the need of a simple sensitive 


and reliable procedure by means of which large numbers of 
urine samples can be examined rapidly tor the presence of 
bilirubin. It is, of course, well known that the urine often 
becomes dark in cases of infectious hepatitis one or more days 
before the appearance of jaundice, and in some instances of 
hepatitis without jaundic e the presence of dark urine for a short 
period of time early in the course of the disease may be the 
only evidence of jaundice in the broad sense of the term. That 
this is not a new observation is-amply attested by the following 
passage from George Budd's treatise on “Diseases of the Liver” 
published in 1846: 2 

» +. Phe coloring matter of bile may be detected in this way in 
the urine even before the skin becomes yellow, and, in some cases the 
readiness with which it passes off in the urine seems to prevent the occur: 


rence of jaundice—the skin retaining its natural color while the tint of 
the urine attests to the presence of bile. . 


Harrison ® employed 10 per cent barium chloride in carrying 
out the test for bilirubin which has come to be widely known 
as the Harrison test. In this procedure 10 ce. of urine and 
10 ce. of the barium chloride solution are mixed, after which 
the voluminous precipitate of insoluble barium salts is filtered 
off on a small filter paper. Fouchet's reagent is then dropped 
on this precipitate and the characteristic green color of biliver- 
din is noted if bilirubin was present in the initial urine sample. 
According to Foord and Baisinger 4 this method was as sensi- 
tive as any of a number of others with which it was compared 
and more sensitive and satisfactory than many. It was believed 
that this procedure, although relatively simple, might be simpli- 
fied further to a point where it would be much more easily 
applied to mass usage, as in the armed services or in industries 
where it is desired to screen large numbers of personnel with 
respect to latent hepatic injury. With this objective in mind, 
the following technic has been devised and has been shown to 
he equivalent to the original Harrison method. 


DESCRIPTION OF 

A. Preparation ef Barium Impregnated Paper Strips or 
Cotton Swabs—Pieces of extra thick and retentive filter paper 
(Schleicher and Schull number 470) are allowed to remain 
briefly in a saturated aqueous solution of barium chloride. 
They are then dried in the air or, preferably, in a drying oven, 
aiter which they are cut into strips 4 inches long by '4 inch 
wide. A single strip is used for one test, as described in the 
iollowing. Ii a suitable type of thick filter paper is not avail- 
able, cotton swabs may be used, although the resulting test 
is not quite as sensitive and clearcut as with the filter strips. 


METHOD 


Aided by a grant from the Josiah Macy Jr. Foundation, New York. 
From the Department of Medicine, University of Minnesota Hospital, 


J. R.; Stokes, Joseph, Jr.; Reinhold, John G., and Lukens, 
Ww Due to the Injection of Homologous Products 
mn Volunteers, J. Clin. Investigation 23: 836, 194 
2. Budd, G.: Diseases of the Liver, Philadelphia, -y '& Blanchard, 


3. Harrison, G. A.: Chemical Methods in Clinical Medicine, London, 
J. & A. Churchill, 1937. 

4. Foord, A. G., and Baisinger, C. F.: Comparison of Tests for Bih 
rubin in Urine, Am. J. Clin. Path. 10% 238, 1940. 
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The swabs are prepared on ordinary applicator sticks, the 
cotton having dimensions of about 114 inches by 1% inch. These 


are dipped in the saturated aqueous solution of barium chloride 
and, after drying, are ready for use. 

3. Procedure.—One end of a barium chloride impregnated 
thick filter strip is placed in the urine sample to be tested, 
the strip being in an approximately vertical position, at least 
one half extending above the surface of the sample. After 
standing in the urine for from thirty seconds up to two minutes 
the strip is withdrawn and placed on a piece of dry paper 
such as a paper towel or any other absorbent paper. Inspection 
of the filter strip will usually reveal somewhat more color 
in that area which corresponded to the surface of the urine. 
Two to three drops of Fouchet’s reagent® are then dropped 
directly on this area. A positive test is denoted by the appear- 
ance of a green color, varying in intensity with the amount of 
bilirubin present. With smaller amounts the color often 
detected as a faint green line running across the strip. 


1s 


When the cotton swab is used it is momentarily immersed 
in the urine to be tested. Excess urine is expressed from the 
swab by rolling it against the side of the container. Two to 
three drops of Fouchet’s reagent are then dropped in the middle 
of the swab, a positive test being denoted as just described. In 
our experience the weaker reactions are less easy to interpret 
in that the reaction is over a larger area and hence more 
diffuse and not as clearcut as the line reaction observed with 


the filter strip method. Nevertheless the swab method has 
considerable usefulness when the proper type of filter paper 


is not available. To date the only paper that we have found 
suitable has been the S & S number 470, but it is quite possible 
that other varieties which we have not tried would be just as 
satisfactory. 

In a number instances a series of dilutions of bilirubin 
containing urines have been made to a point where the ordi- 
nary Harrison test was either questionable or absent. In each 
instance the results obtained with the present method were 
entirely comparable. Thus it is believed that the present filter 
strip method is at least equivalent to the original Harrison pro- 
cedure. 


of 


It may be noted that barium has a peculiar virtue, possibly 
of catalytic nature, in this reaction. The test is not as sensitive 
when calcium chloride is used, although calcium salts appear to 
adsorb bilirubin from the urine just as efficiently as barium. 


THRE TREATMENT OF CARDIOVASCULAR 
WITH PENICILLIN 
Raten Dorkartr, M.D. 
AND 
Georce X. 


M.D. 


Several reports | have appeared dealing with the use of the 
penicillin salts in the treatment of early syphilis, benign late, 
early and late congenital syphilis and neurosyphilis since the 
original report of Mahoney, Arnold and Harris 2 in June 1943. 
Thus far there have been no available reports concerning the 
use of penicillin in cardiovascular syphilis. 

Recently we have had occasion to study the effect of penicil- 
lin therapy on 2 patients with syphilitic aortitis and were forced 
to discontinue therapy | in both hee: cause of the untoward effects 


5. Fouchet’s reagent is Gace of 25 per cent trichloroacetic acid 
containing 0.9 per cent ferric chloride. 
From the Departme nt of ~ ‘oor Northwestern University Medical 


School, and St. Luke’s Hospit: 


1. Stokes, J. H.; Sterner, T. H.; Schwartz, W. H.; Mahoney, 
. F.; Moore, nd Wood, W. B.: The Action of m 
Late Syphilis, J. A, 126:73 (Sept. 9) 1944.+ Lentz, J. W.; 
Ingraham, N. R., ‘heck J. H.: Penicillin in the Pre and 
Treatment of Congenital Syphilis, ibid. 126:408 (Oct. 14) 1944. 
Nelson, RK. A., and Dunean, L.: Acute Syphilitic Meningitis Treated 
with Penicillin, Am, Syph., Gonor, & Ven, Dis. 28: 141) (March) 
1945. Goldman, D.:  henle of Neurosyphilis with Penicillin, 
J. A. M. A. 2128: 274 (May 26) 1945. Moore, Mahoney, Schwartz, 
Sternberg and Wood.’ 

2. Mahoney, J. F.; Arnold, D. C., and Harris, A.: Treat- 


Penicillin 


of Early Ven. Inform, 


Syphilis: Preliminary Report, 
24: 355 (Dee. 943, 
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The present report seems in order because of the wide- 
spread interest in and the increasing usage of penicillin in the 
therapy of syphilis. 
REPORT OF CASES 
CASE 
vation 


1L—R. C., a white man aged 56, came under our obser- 
in December 1941, at which time he was admitted to 
the hospital because of cough and dyspnea associated with the 
onset of a severe upper respiratory infection. In 1903, at. the 
age of 18, the patient had acute rheumatic fever. At this time 
he was told that he had a heart murmur. In 1908, at the age 
of 23, he had a penile sore and gonorrhea. He received syphilo- 
therapy, arm and hip injections, at irregular intervals from 1908 
to 1935. No treatment had been given since 1935, at which 
time he was told that his blood test was negative. 

Physical examination on admission showed sticky rales 
throughout both lung fields; the blood pressure was 150 #stolic 
and 90 diastolic. .A 2 meter roentgenogram of the chest showed 
a transverse cardiac diameter of 17.5 em., the heart occupying 
52 per cent of the transverse diameter of the thorax. There 
was a grade 3, high pitched, blowing systolic murmur at. the 
apex, a soft apical diastolic murmur and a harsh systolic mur- 
mur at the base of the heart. .A Kahn quantitative blood test 
of 4 units was obtained, and the Hinton blood test was positive. 
The cerebrospinal fluid findings were normal, including a nega- 
tive Kahn and Wassermann test. The patient was discharged 
symptom free on the fourteenth hospital day with a diagnosis 
of upper respiratory infection, acute bronchitis, rheumatic heart 
disease, mitral stenosis and insufficiency, aortic stenosis and late 
latent syphilis. 

Between March 1942 and November 1942 the patient received 
thirty-eight weekly injections of 1.0 ce. of bismuth subsalicylate 
in oil intramuscularly. During this time he felt fairly well and 
had no complaints except exertional dyspnea. A Kahn blood 
test taken immediately after the bismuth therapy was negative. 
Periodic physical examinations during this interval demonstrated 
no essential changes in his findings except that an aortic diastolic 
murmur became evident. 

On March 24, 1943 the patient was rehospitalized because of 
sharp, sticking pains in the lett) precordium associated with 
dyspnea. Physica! findings were unchanged trom those previ- 
ously described. There was a definite aortic diastolic murmur 
present. The Kahn blood test was reported as doubtful posi- 
tive. Two electrocardiograms were recorded during the course 
of this eight day hospital period, and no changes were 
from the previous tracings taken in December 1941, at) which 
time there was a sinus rhythm, left axis deviation, inverted 
Ti. low Ts, M-shaped and depressed ST segments 
in leads 1 and 2. 

In July 1943 the patient reentered the hospital for a period 
of six days because of an episode of vomiting, associated with 
burning precordial pain which radiated down both arms. Physi- 
cal examination showed the blood pressure to be 124. systolic 
and 64 diastolic. .\ definite capillary pulsation was observed. 
The heart sounds were the same as previously recorded, and a 
roentgenogram of the chest showed a slight increase in the 
transverse diameter of the heart to 18.5 em. The electrocardio- 
gram was unchanged. Following this period the patient began 
to complain of precordial pain on effort. From July 1943 until 
September 1943 he received twelve weekly injections of 1.0. ce. 
of bismuth subsalicylate in oil. 


noted 


In April 1944 the patient began to have increasing dyspnea. 
It was observed that his basal weight was increasing and his 
vital capaci{, ‘on actual measurement had been slowly decreas- 
ing over the past year, going from 3,525 cu. cm. to 1,885 cu. em. 
On April 22, 1944 he was hospitalized for treatment of conges- 
tive heart failure with pulmonary cdema, ascites, scrotal edema 
and edema of the extremities. On May 11, 1944 he was dis- 
missed after digitalization and the use of diuretics. He was 
edema free at that time. 

He was well throughout the summer of 1944. At rare inter- 
vals precordial pain ensued following strenuous effort. Several 
things should be noted during this interval. The WKaln quanti- 


tative blood test remained consistently at the level of 4 units. 
seemed to be an increasing prominence of the ascending 


He 


There 
limb of the aorta on repeated fluoroscopy of the chest. 
had received no antisyphilitic therapy since September 1943. 


129 


516 


It was at this juncture that reports began to appear on peni- 
cillin as a therapeutic agent for syphilis. It was our feeling 
that this man had an active syphilitic aortitis and that his life 
expectancy, in view of his recent congestive heart failure, was 
definitely limited. It was felt that arsenicals were contraindi- 
cated because of the suggestive evidence of coronary artery 
involvement as evidenced by effort angina. On Sept. 21, 1944 
he was hospitalized and an attempt was made to treat the syphi- 
litic aortitis with penicillin. A 2 meter roentgenogram of the 
chest and Aluoroscopy showed no change in the heart size = 
lung fields since the last preceding examination on April 25, 
1944. The blood pressure was 110-120 systolic and 60-80 dias- 
tolic in both arms. There were harsh apical and basal systolic 
and diastolic murmurs over the precordium. On September 23 
he was given 10,000 units of sodium penicillin in distilled water 
intramuscularly. No untoward effects occurred, and on Sep- 
tember 24 he received the same dosage without reaction. On 
the morning of September 25, 20,000 units of penicillin was 
administered intramuscularly. During the day the patient noted 
four episodes of anginal pain, each relieved by erythrol tetra- 
nitrate. These were similar to those previously experienced by 
the patient but occurred at bed rest in contradistinction to previ- 
ous anginal pain occurring on effort. A second dose of 20,000 
units of penicillin was given in the afternoon of the same day. 
On September 26 the patient received 60,000 units intramuscu- 
larly in three doses. He developed seven episodes of anginal 
pain and a sense of heart consciousness. On the following 
morning numerous extrasystoles were heard and confirmed 
clectrocardiographically as being premature ventricular extra- 
systoles. Further penicillin therapy was discontinued. The 
extrasystoles were not in evidence when electrocardiograms and 
examination were performed two days and three, six and twelve 
weeks later. .\ quantitative Kahn blood test on November 20 
was reported as 3 units. 

Cast 2.—T. G., a white man aged 56, admitted to the hos- 
pital on April 27, 1945, had an acute infection of the upper 
respiratory tract five days prior to admission, associated with 
nasal discharge and productive cough, which became progres- 
sively more severe. On the day prior to admission he began 
to have soreness of the throat, swelling of the neck, dysphagia 
and a cough productive of thick white mucus. The inventory 
by systems was negative except for 10 pounds recent weight 
loss and occasional joint pains. His past history included scarlet 
fever in 1911, typhoid in 1913, right herniorrhaphy in 1936 and 
excessive alcohol intake for twenty years. He stated that he 
had a penile sore in 1915 but stated that he did not have any 
knowledge that the lesion was syphilitic or that he had received 
any specific therapy. 

On physical examination the temperature was 100.2 F. Both 
pupils were fixed to light. The tongue was swollen, red and 
tender. The -posterior pharynx was slightly reddened and the 
anterior cervical glands were enlarged and tender. The heart 
was enlarged to the left. There was a systolic murmur audible 
at the apex and base and a diastolic murmur present at the base. 
The blood pressure was 140 systolic and 50-60 diastolic. The 
lung fields were clear, the liver palpable 5.0 cm. below the right 
costal margin in the midelavicular line. The remainder of the 
abdominal examination was negative. The patellar and achilles 
reflexes were absent. The clinical diagnosis was acute lingual 
tonsillitis, syphilitic aortitis and tabes dorsalis. A roentgeno- 
gram of the chest showed normal lung fields and a heart of 
aortic configuration with some enlargement. An electrocardio- 
gram showed sinus rhythm, inverted T waves in all limb leads 
and leit axis deviation. Laboratory examination on admission 
revealed hemoglobin 12.2 Gm., red blood cells 3.68 million, white 
blood cells 27,650, differential 83 per cent polymorphonuclears, 
7 lymphocytes, 2 monocytes and 8 basophils. The sedimenta- 
tion rate was 26 mm. in one hour. The urine was normal. A 
Kahn blood test was negative. The cerebrospinal fluid obtained 
on May 3 showed a strongly positive Wassermann reaction, 
4 lymphocytes, 35 mg. total protein per hundred cubic centi- 
meters and a colloidal gold curve of 0012200000. A throat cul- 
ture was taken but was not satisfactory, 

The patient was begun on sodium penicillin shortly after 
admission, receiving 20,000 units every two hours intramuscu- 
larly. His clinical response was satisfactory, the temperature 
and white blood cell count returning to normal on the third 
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hospital day, with rapid subsidence of the edema and soreness 
of the throat. He received a total of 700,000 units of penicillin 
from April 27 through April 30, 1945. 

On April 30 he began to complain of intermittent precordial 
pain during the day, which by evening was moderately intense, 
and the penicillin therapy was discontinued. The precordial 
pain had ceased by the following morning. The infectious 
process in the throat having subsided uneventfully, the patient 
was dismissed on the seventh hospital day. 

The patient’s medical record, obtained from his previous phy- 
sician, showed that he was first seen in 1936, at which time 
he had fixed pupils, absent patellar and achilles reflexes, a blood 
pressure of 145/60 and a systolic and diastolic murmur at the 
apex and base. The blood Wassermann and Kahn reactions 
were strongly positive. A diagnosis of central nervous system 
syphilis and syphilitic aortitis was made at this time. He 
received intermittent treatment consisting of bismuth, potassium 
iodide and neoarsphenamine for a period of three years until 
April 1939, when he failed to return. It was noted several times 
in 1938 and 1939 that the patient complained of precordial pain 
radiating down both arms, occurring on effort, which was 
relieved by rest. This was during the period when he was 
being given neoarsphenamine. He did not experience any recent 
precordial distress until that described during the penicillin 
therapy. 

COMMENT 

Wilson *® recorded 5 cases of late syphilis of the aorta im 
which conspicuous changes in the electrocardiogram developed 
aiter the administration of arsphenamine and related compounds. 
Tung and Mu,* in an electrocardiographic study of 22 patients 
suffering from syphilitic aortitis with aortic insufficiency, found 
that significant changes in the ventricular complex of the elec- 
trocardiogram occurred in 2 cases and minor alterations in 
5 cases within a few hours after the injection of neoarsphen- 
amine, 

Wilson advanced two possible explanations of the electro- 
cardiographic changes observed after. treatment. The first 
assumed that soon after intravenous therapy there occurred a 
reaction in the syphilitic aortic lesions at the mouths of the 
coronary arteries, or a replacement of the active lesion by scar 
tissue. The second explanation, which was preferred by Wilson, 
assumed that the effect of the arsphenamine therapy on the 
myocardial syphilomas may affect the integrity of the heart by 
interfering with the circulation locally. Tung and Mu thought 


that, since syphilis of the myocardium is rare and since the 


changes observed by them were similar to those observed in 
other cases of coronary artery disease, these changes were 
caused by a reaction in the syphilitic aortic lesions, with resul- 
tant encroachment on the coronary artery ostia. They thought 
that the fact that the electrocardiographic changes occurred 
almost immediately after treatment precluded the possibility ot 
replacement by scar tissue as the cause in their cases, 

Jt has been shown that there is a rapid involution of syphilitic 
lesions that may be observed under penicillin therapy, both ot 
the early lesions and of the cutancous gumma variety.2 Wile ® 
recently commented that he objected to the suggested use of 
penicillin in cardiovascular syphilis because of the likelihood of 
the type of reaction herein described taking place. He stated 
that he always felt that when cardiovascular syphilis reached 
a clinical horizon it should never be treated by intensive 
methods, for it is in such cases that one not infrequently sees 
a therapeutic paradox. In these instances we were forced to 
discontinue penicillin therapy in patients with cardiovascular 
syphilis because of the untoward effects. This is a preliminary 
report; other patients are now under investigation. 
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NEW AND NONOFFICIAL REMEDIES 


The following additional articles have been accepted as con- 
forming to the rules of the Council on Pharmacy and Chemistry 
of the American Medical Association for admission to New and 
Nonoffictal Remedies. A copy of the rules on which the Council 
bases its action will be sent on application. 


Austin M.D., Secretary. 


INTOCOSTRIN.—A curare preparation containing thera- 
peutically desirable constituents of curare. 


Actions and U'ses—Intocostrin has been shown by physiologic 
tests to have a substantially pure curare action; that is, it 
paralyzes the skeletal muscles. This paralysis results from an 
interruption of the nerve impulse at the myoneural junction. 
The diaphragm and intercostal muscles are usually the last to 
be affected. The action of the drug is brief because of rapid 
excretion and destruction. If respiration is embarrassed or 
arrested, neostigmine, a physiologic antidote, will assist in 
counteracting the curare effect, but properly instituted artificial 
respiration may be necessary to maintain respiration until the 
curare effect has diminished. The curare activity in intocostrin 
is due almost. wholly to the presence of an alkaloid, d-tubo- 
curarine, which accounts for about half the total solids in into- 
costrin. This alkaloid has been isolated as a pure crystalline 
salt. Intocostrin may be used to soften the severity of convul- 
sions and to prevent fractures in shock therapy of mental dis- 
eases; to produce muscular relaxation during the reduction of 
fractures or dislocations, or durimg certain manipulative diag- 
nostic procedures; to produce a more or less transient reduction 
of hypertonia, tremor, incoordination, athetosis and dysarthria 
m certain neurologic ‘conditions and, with certain precautions, 
to aid in the diagnosis of myasthenia gravis. 

Intocgstrin can be used by those experienced in such use as 
an adjuvant to anesthesia. The drug ts not, however, without 
its dangers. Overdosage produces paralysis of the respiratory 
muscles. Experimental work on dogs indicates the possibility 
of added toxic effects following the use of large doses of 
atropine with curare. Clinically, however, no difficulty has 
been encountered with therapeutic doses of belladonna alkaloids, 
and it is claimed that such premedication is desirable. The 
value of intocostrin in anesthesia is the development ot adequate 
muscular relaxation. It is claimed that the amount of anes- 
thetic and depth of anesthesia may be decreased. 

Dosage.—In softening the convulsions of shock.therapy or to 
produce relaxation in manipulative procedures: 0.5 unit per 
pound of body weight (but the initial dose for adults should be 
20 units less than this total), administered intravenously at a 
uniform rate during one to one and one-half minutes. Larger 
doses may be necessary, but if the estimated dose fails to pro- 
duce paralysis another full paralyzing dose should not be given 
ior twenty-four hours. Preparations should always be made to 
cope with respiratory failure. Neostigmiine, 2 cc. of 1: 2,000, 
should be at hand for intravenous injection if required, and an 
airflow should be available on the tray to agsist in artificial 
respiration in the event of obstructed breathing. In spastic 
and athetoid states in children: 0.5 to 1.5. units per pound of 
hody weight administered intramuscularly at four day intervals. 
As a diagnostic agent in myasthenia gravis: one fiiteenth to 
one fifth ot the average adult dose, intravenously followed 
always in two or three minutes by the intravenous injection of 
1.5 mg. of neostigmine methylsuliate with 0.65 mg. of atropine 
sulfate. 

In order to obtain muscular relaxation during light (second 
plane) anesthesia with cyclopropane, nitrous oxide or barbitu- 
rates, 40 to 60 units of intocostrin may be administered when 
the skin incision is made: 20 to 30 units may be added in three 
io five minutes, if needed. If the operation has lasted more 
than forty-five minutes, an additional dose of 30 to 40 units 
may be cautiously administered ff such additional dosage seems 
indicated. In an alternative method as much as 100 units has 
been administered in a single intravenous injection at the begin- 
ning of or during anesthesia, but no additional quantities should 
be given following this large dose until some time has elapsed 
and then extreme caution exercised. The drug apparently may 
be used with any type of anesthetic agent, although with ether 
only about one third of the dose otherwise employed should be 
used. It must be remembered, however, that the use of into- 
costrin as an adjuvant to surgical anesthesia is still in a stage 
which requires continued careful. study. 
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Curare has been extensively used w ith sodium pentothal anes- 
thesia, usually by separate injection. If a barbiturate solution 
(alkaline) is mixed with intocostrin solution (acid) a precipitate 
is formed, which is redissolved when a sufficient amount of the 
barbiturate with its buffer has been added. The precipitate is 
the free barbituric acid derivative. If an intocostrin 
is alkalized with sodium carbonate, no loss in potency oceurs 
during a twenty-four hour period and no precipitate forms 
when the alkalized solution is mixed in any quantity with a 
barbiturate solution. Such mixtures have not been used clini- 
cally; the present method is to inject the solution separately 
and alternately through a Y-tube using the same needle. When 
by this method intocostrin follows the barbiturate, a slight fine 
precipitate forms at the surface of contact of the two solutions. 

t has been the custom to allow such a precipitate to be injected 
slowly, as it presumably redissolves on mixing with the plasma. 

Preparation.— 

Intocosfrin prepared inn Chondodendron tomentosum extract is made 

by first extracting with alcohol a desiccated curare obtained from a 

heavy syrup of the bark and stems of Chondodendron tomentosum. 

The alcoholic extract is evaporated to dryness; a sterile filtered solution 

having a pu of 4.6-4.8 is made and adjusted to a standard potency of 

20 units per cubic centimeter. The final solution contains sodium 

chloride 0.45 per cent and trichlorobutanol 0.5 per cent; sterilized by 

filtration and its pu again adjusted to 4.6-4.8, 

In the preparation of intocostrin from pure d-tubocurarine chloride 
crystals, the crystals are obtained from the desiccated curare or from 
the crude syrup. 


Tests and Standards. — 


Dilute in a largé pyrex test tube 0.25 ec. of intocostrin with 25 
ce. of distilled water and add 0.2 cc. of concentrated sulfuric acid and 
2 cc. of 1 per cent potasstum iodate solution. Mix and warm in a 
water bath at 50 C. for one-half hour. A yellow color is developed. 
The physiologic activity of intocostrin is determined on rabbits: the 
provisional unit is equivalent to the potency of 0.15 mg. of d-tubocura- 
rine chloride. 
E. & Sons, New York 
Intocostrin Solution: 10 cc. vials. Each cubic centimeter 
contains an amount of intocostrin equivalent to 20 units: sodium 
chloride 0.45 per cent and chlorobutanol 0.5 per cent as a 
preservative. 


NIKETHAMIDE (Sce New and Nonofficial Remedies, 
1944, p. 330) 


The The abet dosage form has been accepted: 
GeorGE A. Breon & Co., KANSAS Crry, Mo, 


Sterile Solution Nikethamide 25% W/V: 1% ce. ampuls. 


oe te a (See New and Nonofficial Remedies, 
8) 
The tollowing dosage form has been accepted : 

AMERICAN PHARMACEUTICAL Co., INc., NEW York 
Tablets Sulfadiazine: 0.5 Gm. 


Remedies, 1944, 17). 


The following P ditional dosage forms have been accepted : 
GEORGE A. BREON & Co., KANSAS Ciry, Mo. 

Tablets Diethylstilbestrol: 5.0 mg. 

Caplets Diethylstilbestrol: 5.0 me. 


Supplement to New and°* 
Remedies, 1944, p. 18). 
The following. form has been accepted : 
SMITH-DORSEY COMPANY, LINCOLN, NEB. 
Penicillin (Sodium Salt): 100,000 Oxford unit vials and 
100,000 Oxford unit vials packaged with an accompanying 20 ce. 
vial of isotonic solution of sodium chloride. 


Cuas. Prizer & Co., INc., BROOKLYN 
Penicillin Calcium: 200,000 Oxford Unit bottles. 


(See New and Nonofficial® Remedies, 
1944, p. 184). 

The. following additional dosage form has been accepted : 
Tue SmitH-Dorsey Co., LINCOLN, NEB. 

Sulfanilamide (Powder): 5 Gm. vials. 


(See New and Nonofficial Remedies, 

1944, p. 191). 

F 4, followi ing additional dosage form has been accepted : 

THe SmitH-Dorsey Co., LINCOLN, NEB. 
Sulfathiazole (Powder): 5 Gm. vials. 
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SATURDAY, OCTOBER 13, 1945 


Several issues of The Journal have been 
delayed because of a strike of compositors. 
The negotiations have been successful and the 
delayed issues of The Journal will be sent to 
subscribers as rapidly as possible. 


VIRUS DYSENTERY 

In 1942 Baker? of the Rockefeller Institute, Prince- 
ton, N. J., isolated and described a filtrable virus which 
he believed was the cause of “scours’’ (pneumoenteritis ) 
in cattle. This disease is recognized by fever, diarrhea 
and pneumonia ; calves less than 1 month of age are par- 
ticularly susceptible. While the death rate is usually 
low, the infected calves do not develop normally. 

The suspicion that a virus might be the cause of this 
disease was first voiced by Nagel,’ based on his failure 
to demonstrate bacteria in pneumonic lungs of “scours” 
calves. His attempts to demonstrate a virus, however, 
were inconclusive. Only 1 of the 4 calves inoculated 
with a Seitz filtrate of infected lungs developed evidence 
of disease, necropsy revealing an intercurrent infection. 
Similar inconclusive results were reported by Lamont, 
who was able to produce a disease in calves by simul- 
taneous inoculation with a Berkefeld filtrate of infected 
lungs plus a hemophilus-like organism previously iso- 
lated front the lungs of a diseased calf. He, however, 
was unable to transfer this dual infection to a second 
calf. 

In 1940 Horsfall and Hahn * showed that it is often 
possible to demonstrate a latent infection in apparently 
normal mouse lungs by serial intranasal inoculations at 
seven to nine day intervals into normal mice. After the 
second orethird serial passage of the inapparent infection 
the latent virus acquires a sufficient pathogenicity to 
produce typical pneumonia. Adopting a similar technic, 
Baker inoculated groups of virus-free young mice intra- 
nasally with 0.05 cc. of a 24 per cent suspension of 


1. Baker, J. A.: J. Exper. Med. 78:435, 1943. — 

2. Nagel, H. C.: Berl. tierarztl, Wehnschr. 1937, p. 363. 

3. Horsfall, F. L., Jn, and Hahn, R. G.: J Exper. Med. 71: 391, 
1940. 
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pulmonary tissue from “scours” calves. The initial 
group of mice did not show demonstrable signs or 
symptoms of disease. By the third serial passage from 
their apparently normal lungs, however, definite pul- 
monary lesions were produced, increasing to a lethal 
pneumonia by the eighth passage. Filtration experi- 
ments showed that the infectious agent in the mouse 
lungs readily passes through a Berkefeld N filter and 
is therefore presumably a virus. 

Intranasal inoculation of calves with suspensions of 
these infected mouse lungs produced fever (105.8 F.) 
and diarrhea after an incubation period of about three 
days, followed two days later with signs and symptoms 
of pneumonia. The diarrheal symptoms ceased about 
three days later, at which time the temperature fell to 
normal. Examination of various organs of the infected 
calves showed that the virus is present only in the lungs 
and intestine during the first day after onset of the 
fever. By the third or fourth day the virus is present 
also in the serum, liver, spleen, kidneys and mesenteric 
lymph nodes. During convalescence the virus may per- 
sist in the pulmonary tissues long after cessation of 
diarrheal symptoms. Mduse inoculation tests showed 
that the serum of normal calves will not neutralize this 
virus. The virus, however, is neutralized by the serum 
of calves recovered from the experimental mouse virus 
infection or convalescent from the natural “scours” 
disease. 

A widespread epidemic of a similar disease character- 
ized by diarrhea, nausea and vomiting occurred among 
the population of Philadelphia in 1943. Reimann and 
his associates * of Jefferson Medical College made bac- 
teriologic examinations of the stools and pharyngeal 
secretions of numerous patients. They found no bac- 
teria that would account for the epidemic. About 100 
young white mice were inoculated orally, intranasally or 
rectally with the supernatant fluid from centrifuged 
human diarrheal stools or with Berkefeld N filtrates 
from such stools. Pharyngeal washings from the same 
patients were also inoculated intranasally into mice. A 
few of the mice became sick and died, showing pneu- 
monitis. Suspensions of the lungs and spleen from such 
mice were reinoculated by various routes into 100 fresh 
mice, with negative results. Intranasal inoculations of 
stool filtrates into & calves aged 4 weeks were also 
negative. 

On- account of these failures Reimann and his associ- 
ates resorted to experimentation on student volunteers. 
Broth garglings and suspensions of diarrheal stools 
were passed through a Mandel filter. The resulting 
filtrates were nebulized and passed into a large box 
into which the volunteer’s head was placed for five 
minutes. Twenty-one students inhaled nebulized stool 
filtrates. Eleven of them developed typical diarrheal 
symptoms after an incubation period of less than four 


' 4. Reimann, H. A.; Price, A. H., and Hodges, J. H.: 
Exper. Biol. & Med. 55: 233, 1944; 58:8 (May) 1945. 
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days. In 3 cases the diarrhea was accompanied by a 
mild nasopharyngitis. Thirty-two students inhaled 


nebulized filtered garglings. Of these, 17 developed 
diarrhea without nasopharyngitis. Symptoms did not 
develop in 6 students, who inhaled nebulized patient’s 
serum. In all, 53 per cent of the volunteers who 
inhaled infectious mists developed typical virus diar- 
rhea, as compared with only 9 ptr cent of the non- 
volunteers, who acquired the disease during the same 
period of time from environmental exposure. Another 
group of 15 students swallowed 3 cc. of filtered gar- 
glings in double gelatin capsules. Five swallowed stool 
filtrates and 4 patients’ serums similarly encapsulated. 
No symptoms developed from such oral administration. 

Considering the circumstances under which the tests 
were made, the results suggest that the causative agent 
of the Philadelphia epidemic was an air borne. filtrable 
virus, which entered through the respiratory tract. 
“This “virus dysentery” is presumably similar to air 
borne “scours” of calves. Detailed studies of the new 
enterotropic virus are now in progress. 


INULIN 

Inulin, a vegetable starch consisting of polymerized 
Iructose molecules, has appeared in various roles in 
human biology. The American Indians used roots and 
tubers containing inulin as a foodstuff; after the dis- 
covery of America these were for some time competitors 
of the potato in Europe. With the final displacement of 
the Jerusalem artichoke by the potato in agriculture 
the interest in vegetables containing inulin vanished 
for many years. Toward the end of the last century 
they were recommended as substitutes for ordinary 
starch and sugar in the dietary control of diabetes melli- 
tus. However, when it was shown that the human 
hody does not possess any efficient mechanism for 
metabolization of this type of starch, the medicinal 
interest in inulin waned. It reappeared in 1935 on the 
discovery that inulin parenterally introduced is excreted 
exclusively through the glomeruli.t Inulin clearance 
tests have been used since then in clinical and experi- 
mental work to ascertain the function of glomerular 
filtration of normal and diseased kidneys and to study 
the action of numerous endogenous and exogenous 
agents, particularly those with diuretic effects, on the 
renal function. 

Barnett * found that infants 4 to 9 days old have 
a glomerular filtration rate of inulin from 20 to 40 
per cent of that of the adult and attributed this low 
renal function of the newborn to incomplete develop- 


Biol. & Med. 32:73, 1934. Shannon, J. A., and Smith, H. W.: The 
Excretion of Inulin, Xylose and Urea by Normal and Phlorhizinized Man, 
J. Clin. Investigation 14: 393, 1935. 

2. Barnett, H. L.: Renal Physiology in Infants and Children: I. 
Method for Estimation of Glomerular Filtration Rate, Proc. Soc. Exper. 
Biol. & Med. 44: 654, 1940. 
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on a functional renal basis during the antepartum period 
of women with preeclampsia and hypertension,’ and on 
an anatomic basis in persons with chronic nephritis.’ 
The colorimetric methods for tlhe quantitative deter- 
mination of inulin in the blood and urine are now 
sufficiently simple, reliable and accurate, requiring in 
part not more than 0.2 cc. of blood for the single test, 
to make inulin clearance tests practicable in the average 
hospital laboratory.® 

The preparation of a chemically pure solution of 
inulin, free from pyrogen, levulose and the water insol- 
uble type of inulin, is at present the main difficulty ii 
the way of the practical clinical use of this importaut 
renal function test. The intravenous injection of impure 
solutions of inulin may give rise to severe untoward 
reactions. Inulin solutions properly prepared are appar- 
ently harmless even when given in large amounts im 
single or repeated doses over prolonged periods.® 
Experiments by Hueper® have thrown an interesting 
light on the development of colloidoclastic phenomena 
in the blood following the intravenous injection of solu- 
tions of colloidal substances. It was found that, in 
contrast to the reactions following the introduction of 
solutions of several macromolecular carbohydrates with 
molecular weight above 30,000, no such reactions 
occurred on the injection of solutions of inulin, which 
possesses a molecular weight of 3,000 to 5,000 and 
which, as stated, is readily filtered through the glomer- 
uli, while the larger molecular carbohydrates are at 
least in part retained by the glomerular filter. 


Current Comment 


ARMY MEDICAL OFFICERS IN THE 
VETERANS ADMINISTRATION 


Apparently President Franklin Delano Roosevelt, 
toward the end of 1944, sent a directive to the Army 
and Navy medical departments which compelled them 
to assign a certain number of their officers to the 
Veterans Administration for use in veterans’ hospitals. 
The number of physicians now so @mployed approxi- 
mates 1,700 medical officers out of a total of 2,300 
physicians in the Veterans Administration, Day after 
day letters are being received from these men complain- 
ing bitterly of their inability to obtain their release from 
this service either on the basis of a point system or 
by any other technic. Apparently the Veterans Admin- 


3. Kariher, D. H., and George, R. H.: Toxemias of Pregnancy and 
the Inulin-Diodrast Clearance Tests, Proc. Soc. Exper. Biol. & Med. 
52: 245, 1943. 

4. Miller, B. F.; Alving, J. F., and Rubin, J.: The Renal Excretion 
of Inulin at Low Plasma Concentrations of This Compound and Its 
Relationship to the Glomerular Filtration Rate in Normal, Nephrotic and 
Hypertensive Individuals, J. Clin, Investigation 19: 89, 1940. 

5. Alving, A. S.; Rubin, J., and Miller, B. F.: A Direct Colorimetric 
Method for the Determination of Inulin in Blood and Urine, J. Biol. 
Chem. 127: 609, 1939. Hubbard, R. S., and Loomis, T. A.: Determi- 
nation of Inulin, ibid. 145: 641, 1942. Ramey, H., and McCune, D. J.: 
A Photometric Micromethod for the Determination of Inulin in Serum 
and Urine, ibid. 150: 311, 1943. 

6. Hueper, W. C.: Hematic and Anatomic Changes in Dogs After 
Repeated Intravenous Injectiéns of Large Amounts of Inulin Solution, 
Arch. Path. 40:11 (July) 1945. 


ment of the glomeruli, The inulin clearance is reduced 

1. Richards, A. N.; Westfall, B. B., and Bott, P. A.: Renal Excretion 
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istration requires at least 3,600 physicians to carry on 
its present activities, and it has only 2,300, of whom 
only 600 are men regularly in the Veterans service. 
Inquiries made directly of the Army and Navy medical 
departments do not indicate that the officers there on 
duty have any solution for the problem. They urge 
that release of the medical officers from the Veterans 
Administration would make it necessary to retain the 
wounded in army and navy hospitals instead of releasing 
them to the Veterans Administration and that it would 
then be necessary to retain in the armed forces many 
medical officers who under present circumstances can 
be released. The letters from the physicians who 
have been assigned to the Veterans Administration 
complain bitterly that they have not heen assigned in 
most instances to care of the sick but that the majority 
of the work given them is the keeping of records, with 
routine examinations for the determination of the 
extent of disabilities. Retention in this type of medical 
service of physicians who volunteered their services 
to the nation in time of war, with the understanding 
that they would be actively engaged in military medical 
service, is contrary to common justice and apparently 
a violation of the mutual obligation that developed on 
enlistment of the officer in a branch of the military ser- 
vice. The resentment and bitterness felt by these men 
against their government and against the officers of 
the armed forces who assigned them to these positions 
would seem to be well warranted. There has been 
disregard of their rights. True, the Congress has not 
yet declared the emergency at an end and these officers 
are still bound by their oath on being commissioned 
in either the Army or Navy -medical departments. 
Nevertheless they feel that they are being held through 
a subterfuge in a service for which they did not enlist 
and in which they could not now be retained except 
by a tacit disregard of their rights. 


LORD DAWSON AND THE POSTMORTEM 
EXAMINATION 

Lord Dawson, who was physician to the London 
Hospital and twice president of the British Medical 
Association, died in London on March 7. In his will 
he left specific directions relative to postmortem exami- 
nation. Lord Dawson felt that a postmortem exami- 
nation should be made on his own body unless conditions 
arising out of the war made this too difficult or unless 
the doctors who were in attendance orf him in his last 
illness thought that any service to knowledge could 
not follow such an examination. Here are his own 
words: 


I do this because I think the public do not sufficiently realise 
the importance of post-mortem exatninations being made and 
the advantages to knowledge and therefore to future generations 
which will accrue. We do not hesitate to have operations 
performed on our bodies when we are alive and circumstances 
require it. Why then should we mind operations (which are 
done with the same care, the same gentleness, and, I may add, 
the same reverence) being done to our bodies when we are 
dead? Surely this is rightful service which the dead should 
eive to the living. The benefit of such service to the living 
is very great. 


COMMENT 

The message should be an inspiration to every physi- 
cian and particularly to interns and residents in our 
great hospitals on whom falls, in most instances, the 
responsibility for securing consent to postmortem 
examinations on patients who di¢ in the hospital. ; 


THE INTERVIEW WITH NARCOSYNTHESIS 

Hart and his associates? disagree with Grinker and 
Spiegel in differentiating the narcotic effects of bar- 
bituric acid derivatives as distinct from hypnosis. They 
feel that interview with the use of hypnotic drugs is 
largely another hypnotic therapy. In fact, barbiturates 
facilitate hypnosis for many subjects. These authors 
prefer intravenous sodium amytal to pentothal because 
with the former the milder levels of diminished aware- 
ness may be prolonged. There is also no difficulty 
with “hangover” effects from sodium amytal if’ suffi- 
cient caffeine with sodium benzoate is used at the end 
of the treatment. They have also observed that one- 
niay suggest a selective recall of actions and discussions 
under amytal narcosis, as with hypnosis, more readily 
than with pentothal narcosis, largely because the lighter 
leyels of narcosis are better controlled. In the interview 
with sodium amytal 1 Gm. of sodium araytal is dis- 
solved in 30 or 40 cc. of distilled water and is placed 
in a large syringe with a small gage intravenous needle. 
Caffeine with sodium benzoate 7% grains (0.5 Gm.) 
should always be at hand in a hypodermic syringe 
in case of untoward reactions or too deep a narcosis. 
‘The caffeine is injected subcutaneously at the comple- 
tion of the interview in order to assure one against 
prolonged deep narcosis and to facilitate the return 
of awareness. The sodium amytal should be admin- 
istered very slowly, 1 grain (0.06 Gm.) or less per 
minute. The interview consists in strong and repeated 
suggestions, reconstructing a combat situation. In the 
treatment of more than 500 cases they had only 1 
instance of respiratory arrest, and that took place after 
4 grains (0.26 Gm.) of sodium amytal. However, the 
adininistration of 15 grains (1 Gm.) of caffeine intra- 
venously was followed by a prompt return of respiration, 
The interview with amytal was found to be effective as 
therapy for combat cases of recent 6rigin, for recovery of 
forgotten or painful battle experiences and for the reliv- 
ing of emotionally traumatic situations. Battle dreams, 
sleeplessness, irritability, associability and negativistic 
reactions subside promptly after an effective treatment. 
More lasting effects can be established by interpretation 
of this material during the next two or three days after 
the treatment. With the aid of this only two or three 
treatments were as a rule necessary. The sodium 
aimytal interviews were found particularly valuable 
where faking or conscious distortions were suspected. 
This therapy was also useful in the treatment of con- 
version symptoms, particularly in demonstrating fune- 
tional limps and backaches. Skill in the employment 
of amytal, the authors assert, is not difficult to acquire. 
The interview with hypnotic drugs is ‘another valu- 
able and rapid technic for diagnosis and treatment in 
psychiatric states. 


L.; Ebaugh, F. G., and Morgan, D. W.: 
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MEDICINE AND THE WAR 


MEDICAL PROBLEMS OF THE VETERANS ADMINISTRATION 


MAJOR GENERAL PAUL R. HAWLEY 

In undertaking the reorganization of the Medical Service of 
the Veterans Administration, the Acting Surgeon General is 
anxious to have the approval and support of the medical profes- 
sion; only in this way can the program succeed. 

While, so far as the patient is concerned, medical care is one 
complete function, it must be divided administratively into his 
_ hospitalization and his outpatient treatment. In the majority 
of cases, perhaps, complete medical care is furnished by out- 
patient treatment; but there are many other cases in which 
outpatient treatment is either preliminary to hospitalization or 
supplements the care given in hospitals. 

It is impossible to undertake the medical care of the veteran 
-with a permanent, full time, paid corps of medical persons. 
That was tried when the proportion of doctors among the popu- 
lation was higher than it is now and perhaps higher than it will 
be for the next ten or fifteen years. It failed for several 
reasons: first, because it was impossible to get the proper caliber 
of medical personnel for the compensation given them; second, 
because hospitals were built in inaccessible places, where their 
staffs lost touch with the advance in medicine, no provision 
having been made for graduate training and for keeping these 
physicians in touch with medicine and surgery; third, because 
no inducement was given to physicians who entered the service 
to improve themselves of their own volition. 

There are but few physicians in the Veterans Administration 
who ‘have been certified by a specialty board. Occasionally, 
however, one is encountered; and since he has accomplished this 
distinction without the encouragement of his service, he is to be 
admired. 

Gencral Bradley has elevated the status of the Medical Service 
to that of a major service, responsible directly to the Adminis- 
trator of Veterans’ Affairs. He is fully alive to the great 
medical problems confronting his administration and will sup- 
port every effort to improve his medical service, including 
encouragement of professional study. 

The requirement at the present time is for about 3,600 phy- 
sicians. There are in the administration 2,300, of whom 1,700 
are on loan from the Army and the Navy. If the entire load of 
only our hospitals and of physical examinations is to be carried 
by full time physicians, 1,500 more are needed. The large 
majority of those lent by the Army and the Navy are unhappy 
and dissatisfied, for very evident reasons. Obviously, therefore, 
the situation is critical. It is impossible to weather this storm 
with the means at our disposal at the moment. 

In asking the assistance of the civilian profession, the present 
administration wants to do everything it can to make the service 
that they will give worth while to them individually and to the 
profession as a whole. The pay offered the physician probably 
will not be as much as his service would command outside. 
lfowever, a study is being made of the scale of salaries and fecs, 
with the idea of revising them upward so that they will more 
nearly approach what the services are worth. If it is objection- 
able to the civilian profession to become an employee of the 
hospital, then we must have two accounts—one for the hospital 
and one for the physician. 

Most of the leaders in the profession are interested in teach- 
ing, but the facilities for graduate training of physicians do not 
seem to be adequate in certain places m the country; so the 

administration would like to have close liaison with teaching 
institutions. 

Over and above the financial return and the opportunities for 
teaching, there is little to offer the well qualified physician whom 
it is hoped to interest. Consequently the administration no 
doubt will have to appeal to the unselfishness of the profession, 


realizing that it will contribute more than it receives and ask- 
ing it to charge the deficit to a fine public service rendered in 
the care of the veteran. 

In the outpatient care—and by that term is meant any care 
or treatment given to the veteran who is ndt actually admitted to 
a hospital—it is hoped to get something started very rapidly. 

Care must be used in appointing as consultants only those 
physicians who are highly regarded by the rest of the profes- 
sion so that these appointments will be a mark of quality. We 
want no one to be ashamed to say that he has been appointed 
a consultant by the Veterans Administration. It is proposed to 
extend this principle to the small communities where physicians 
must be designated to take the outpatient service. It is a matter 
of law that the veteran go to a veterans’ physician, but there is 
nothing in the law to say that all qualified physicians in a com- 
munity cannot be designated to take care of veterans. 

The idea should be conveyed even to the smallest component 
society of the American Medical Association that here is a 
public duty which should be considered seriously, and that the 
local society must bear this in mind in its recommendations. 

In regard to clinics for neuropsychiatric patients: There are 
not enough psychiatrists, especially in the smaller communities, 
to establish mental hygiene clinics. Contact has been made with 
the American Psychiatric Society to try to offer some facilities 
for a program for the training of doctors in this specialty. In 
the smaller community the administration may have to depend, 
not on fully qualified psychiatrists, but on family physicians who 
are given an opportunity to take short courses in psychiatry. 

The paper work, that is, the filling out of forms connected 
with the care of the veteran, seems to frighten the physician. 
Perhaps a committee could simplify these procedures so as to 


. make it less burdensome for the man who undertakes the work. 


Another great obstacle is the policy, fostered and encouraged 
by several groups interested in the vetetan, that the most essen- 
tial thing in the care of the veteran is to keep him close to 
home. When one speaks of moving a veteran away from his 
home to give him better care, one encounters strenuous objec- 
tion. This would make specialized care of the veteran impos- 
sible because there are not enough specialists in many areas to 
give the kind of care which the veterans should have. Perhaps 
the best person to reeducate the family on this is the family 
physician, He can do much to persuade the family to consent 
to moving the veteran for better specialized care. 

General Bradley asked Congress to postpone action on the 
bill to create a permanent medical corps for the Veterans 
Administration until he could study it, and the draft has been 
completely rewritten. At first | was opposed to any permanent 
corps, but [ have had to compromise my own thought in the 
matter. The Veterans Administration has thousands of beds in 
inaccessible places which it will have to use, and it will no 
doubt have to have a permanent corps to staff these hospitals. 
It is hoped that such mistakes in locations will not be repeated. 
Then there is a certain kind of administrative work on rating 
boards for which it is almost impossible to procure part time 
service. Full time people for this work probably will be neces- 
sary, but the corps will not be anywhere near large enough to 
carry the entire veterans’ load, and no attempt will be made 
to build up a large permanent organization. 

The general provisions of this bill have been limited t6 medi- 
cal people, including only one small corps of allied professional 
people, such as the Public Health Service has. Pathologists, 
chemists and research workers may be required in addition to 
physicians, dentists, nurses, physical therapists, occupational 
therapists and a small group of pharmacists that have been 
included. 
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The promotion of people in the allied professions and the 
allocation of grades to them have been made comparable to the 
amount of training it takes to qualify them for their profession. 


The scale of pay and retirement privileges are the same as for 


the Army, the Navy and the Public Health Service. One 
additional feature has been. added: When an officer has been 
certified by one of the speciatty boards and has been rated as a 
specialist by the Surgeon General, his pay shall be increased 
25 per cent over that to which his grade and length of service 
would entitle him. This is to encourage professional advance- 
ment. 

One great — with the Veterans Administration has been 
its centralization. The administrator is now decentralizing the 
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administration to thirteen districts. There must be a medical 
staff in each district. There the requirement is for full time 
people. The principal duties of the medical staff of the districts 
is the supervision of the medical service, liaison with the civilian 
profession and appointment of proper consultants. This phase 
of the reorganization will probably take about two years. One 
district at a time will be established. 

I should like to see veterans’ hospitals built in such a way 
that, as their need for the care of veterans decreases, they can 
be fitted into the need of the people as a whole. In the years 
to come they could perhaps be turned over to communities. | 
am in favor of the care of the veteran in the existing civilian 
institutions to the greatest possible extent. 


NAVY 


NAVY REDUCES POINT SCORE FOR 


MEDICAL OFFICERS 

Four thousand medical officers of the Naval Reserve will 
become eligible for separation to inactive duty by Jan. 1, 1946 
under provisions of an AILN AV recently signed by the Secretary 
of the Navy. The new order, effective November 1, establishes 
a critical score of 53 points for male medical officers, a reduction 
of 7 points from the figure in effect since September 15. 

Present strength of the Navy Medical Corps (Regulars and 
Reseryes) is 13,700. This is exclusive of a relatively small 
number of active officers on the retired list, interns, women 
medical officers and male officers assigned to duty with the 
Veterans Administration. All but approximately 2,000 are in 
the Naval Reserve. 

Under the 60 point score discharge system effective since 
September 15 it was estimated that 1,700 medical officers would 
have been eligible for discharge by January 1. Lowering of the 
score will increase this total by nearly 150 per cent. 


HOLD MEETING AT NAVAL *necbaete 

Rear Admiral W. J. C. Agnew (MC), U.S 
of the Bureau of Medicine and Surgery, 
inspection tour of West Coast activities, attended the recent 
autumn meeting of the Northern California Society of Neurol- 
ogy and Psychiatry at the United States Naval Hospital, San 
Leandro, Calif. 

Capt. W. F. Kennedy (MC), U.S.N., medical officer in com- 
mand of the hospital, opened the one day meeting and conducted 
a hospital inspection which featured a demonstration of reha- 
hilitation methods, directed by Lieut. Comdr. F. J. Hamilton 
(MC), U.S.N.R. 

Presided over by Capt. Lawrence R. Gowan (MC), U.S.N.R. 
chiet of the Neuropsychiatry Department, the evening program 
Was given over to preliminary reparts on research studies in 
epilepsy by Lieut. Comdr. Knox H. Finley (MC), U.S.N.R., 
Lieut. Comdr. Thomas W. Richards, Hospital Corps, US.N.R., 
and Lieut. Charles M. Jessico (MC), U.S.N.R. Etiologic Fac- 
tors in the Production of the Neuroses of War was discussed 
hy Comdr. George H. Gerow (MC), U.S.N.R. 


, assistant chief 


NAVY TO RELEASE NURSES 

Under the Navy's point system, about 2,000 Naval Reserve 
nurses will be released by February 1946, according to Capt. 
Sue S. Dauser, U. S. N., superintendent of the Nurse Corps. 

The V-J day strength of the Nurse Corps was 11,000. 
Already 800 nurses with the 35 points required to be eligible for 
discharge are beginning to move through the five personnel 
separation units for Waves and Navy nurses, situated at \Wash- 
ington, D. C.. New York, Memphis, Tenn., Great Lakes, IL, 
and San Francis. By September 1946 it is estimated that 
about 7,000 will have been released under the point system. 

Captain Dauser also announced that as soon as the patient 
loads diminish sufficiently the Navy will consider the release of 
all married nurses, regardless of the number of points. 
mately 700 nurses would be affected by this ruling. 


Approni- 
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NAVY AWARDS AND COMMENDATIONS 


Lieutenant Commander Ernest A. Zinke Jr. 

The Bronze Star was recently awarded to Lieut. Comdr. 
Ernest A. Zinke Jr., formerly of Holtville, Calif., “for out-- 
standing work in the care of the injured when a heavy cruiser 
was attacked by enemy planes in the Southwest Pacific.” Dr. 
Zinke graduated from the College of Medical Evangelists, 
Loma-Linda, Calif., in 1938 and entered the service May 15, 
1941. 

Lieutenant James W. Tedder 

Lieut. James W. Tedder, formerly of New Orleans, was 
recently awarded the Bronze Star for heroic and meritorius 
service to survivors of a torpedoed, sunken ship in Lingayen 
Gulf during the invasion of Luzon in the Philippines last Janu- 
ary. Dr. Tedder graduated from Tulane University of Louisi- 
ana School of Medicine, New Orleans, in 1932 and entered the 
service Jan. 2, 1943. 


Lieutenant Commander Alvin L. Mathis 

Lieut. Comdr. Alvin L. Mathis, formerly of Elmhurst, IIL, 
was recently awarded the Silver Star. He has served with the 
First Marine Division in the Pacific and was cited for intrepidity 
and initiative in administering to and evacuating wounded from 
beyond the front lines on Peleliu last September 17. Dr. Mathis 
graduated from the University of Illinois College of Medicine, 
Chicago, in 1930 and entered the service March 26, 1943. 


PUBLIC HEALTH SERVICE 


RELEASE OF MEDICAL OFFICERS FROM 
THE PUBLIC HEALTH SERVICE 
The Public Health Service has adopted a point system to 
determine the order of release of reserve medical officers who 
desire to return to civilian practice. Points will be calculated on 
the following basis: 
Each year of age 
Each month of service since June 30, 
Each month of service outside the 
continental United States 
Dependents (regardless of number) 


point 


1939 Vy point 


14 point 
10 points 
Physical disabilities, individual hardships and urgent need tor 
an officer's services in a community, medical school, teaching 
hospital or health department will also receive consideration. 
As the war activities of the Public Health Service have 
decreased, release of officers has been effected. Those with the 
greatest number of points have received and will continue to 
receive prior consideration. The rate of future releases will 
necessarily be gradual over the next few months because of the 
work of the service in connection with demobilization and 
of the necessity of maintaining activities which will be carried 
at a peacetime level. At the present time there are only 987 
reserve medical officers on active duty, and it is anticipated that 
practically all who desire will be separated from the service not. 
later than Sept. 1, 1946, 
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ORGANIZATION SECTION 


Washington Letter 


(From a Special Correspondent) 


Oct. 8,-1945. 


Praise for Monmouth County, N. J., Medical Plan 


Major Gen. Paul R. Hawley, acting Surgeon General of the 
Veterans Administration, has expressed his gratification over 
the Monmouth County, N. J., plan of cooperation with. the 
Veterans Administration to provide medical service for ex-GIs 
in doctor-nurse shortage areas. He urged other counties and 
communities to work out their own plans for cooperating with 
the agency to serve the returning veterans. The Monmouth 
plan was presented by Dr. W. G. Herrman, past president of 
the Medical Society of New Jersey, and Dr. Granville Jones, 
president of the Monmouth County Medical Society. According 
to the plan the Veterans Administration will agree to certify 
all county medical society members to treat veterans. The 
executive committee of the society will select three screening 
clinics, each made up of five specialists, and all county veterans 
desiring medical treatment will appear before one of the clinics. 
The kind of medical service required will be diagnosed and, 
except for unusual ailments, veterans will be allowed to choose 
their doctors. Most veterans, it is expected, can be treated as 
outpatients or at the home or in a county hospital, but some 
will require protracted hospitalization in veterans’ hospitals. A 
special disciplinary board will pass on complaints by veterans, 
physicians or Veterans Administration representatives. These 
and other features of the plan will enable the veteran to be 
treated as a member of his community rather than as a segre- 
gated individual. He will receive medical and hospital care a 
reasonable distance from home, with medical fees and expenses 
paid by the administration. Under the present Veterans Admin- 
istration setup the outpatient service hardly exists, and a 
veteran must remain in an administration facility to get treat- 
ment. For three months the screening committee, doctors and 
county hospitals will donate their services to the agency. The 
fixed fee schedule will be accepted by participating doctors until 
the experiment is accepted as an official activity of the Veterans 
Administration. The present fee is regarded as too low. 


Revamped Hospital and Health Center Bill Prepared 

A revised bill providing federal aid for hospital and health 
center construction is ready for approval by the Senate Educa- 
tion and Labor Committee. Originally introduced by Senator 
Hill (Dem.) of Alabama and Senator Burton (Rep.) of Ohio, 
it was rewritten by the committee to provide federal grants 
totaling $75,000,000 a year for five years, and to appropriate 
$5,000,600 for a survey of national hospital and health center 
needs. Funds would be distributed on a population and per 
capita wealth basis. Fifteen of the poorest states, mostly in the 
South, would get 47.8 per cent of the funds, sixteen middle 
bracket states 18 per cent and eighteen of the wealthiest states 
31 per cent, with territories allotted 32 per cent. Originally it 
was planned to match funds for public and nonprofit hospitals 
on a 50-50 basis. The federal contribution as it is now planned 
would be 33 per cent for richest states and 75 per cent for the 
poorest. 

Continued Discussion on Improvement of 
Artifitial Limbs 

Considerable discussion continues to be devoted in Congress 
to improvement of artificial limbs for servicemen. The Veterans 
Administration reveals that it is organizing a new section to 
study the problem of providing the best artificial limbs for war 
amputees, headed by Walter M. Bura of Miami, Fla., an ampu- 
tee and at present civilian adviser to the Surgeon General. 
Meantime the agency, through Col. J. C. Harding, acting assis- 
tant to the Surgeon General, has answered criticism that the 
agency was paying $125 for artificial limbs which it costs $35 
to make. On top of all this members of the House Subcom- 
mittee to Investigate and \id the Physically 4dandieapped have 


agreed informally to recommend to Congress that research on 
artificial limbs be undertaken by a single federal agency. It is 
expected to recommend in the next fortnight an appropriation 
of around $500,000 annually for federal research on artificial 
limbs and creation by the artificial limb industry of a fair trade 
code enforceable by the Federal Trade Commission. Also 
expected is a recommendation from the committee that all skilled 
artificial limb craftsmen be released from the armed forces. 


Army Ponders Fate of 7,959 Medical Students 

The Navy has demobilized its medical students, ending its 
medical training program with the war, although students were 
notified they would be commissioned and placed on reserve status 
if they wished to continue studies and graduate at their own 
expense. However, the House Military Affairs Committee is 
now concerned over some 7,959 medical students whose studies 
are being continued at Army expense. The committee is faced 
with these alternatives: Should Congress require them to stay 
in the Army long enough to complete their free education or 
long enough to pay for it or should the students be demobilized 
to a pay as you go status? The Army has ordered that the 
War Department carry on the training program, in which 300 
new students were enrolled this month. About 10,000 have 
graduated since the program started. All enlisted as privates, 
aud school fees and expenses were paid. They get subsistence 
pay of $90 a month, which adds up to around $9,000,000 a 
year for 7,959 students. With summer vacations and holidays 
omitted, they finish a four year medical course in thirty-six 
months. 


Veterans Administration Seeks Aid on Claims 

Now under negotiation is a plan whereby the medical pro- 
fession would assist the Veterans Administration in medical 
work involved in clearing up a heavy backlog of veteran 
claims. As the full force of war casuz'ties is now hitting the 
agency, more than a million pension claims have already been 
fileds On September 20, 73,453 veterans were under hospital 
treatment and 9,610 were receiving domiciliary care. The hos- 
pital figures had been climbing slowly since Jan. 31, 1942, when 
58,570 patients were listed. 


Medical Legislation 


Health Programs for Government Employees 

The House has passed H. R. 2716 to provide for health pro- 
grams for government employees. During the discussion of this 
bill on the floor of the House, numerous questions were raised 
concerning the relationship of this bill to proposals to socialize 
the practice of medicine. After the assurance had been given 
that the bill had no relation whatever to such proposals, it was 
passed, 

Miscellaneous 

Another bill to provide for the general welfare by enabling 
the several states to make more adequate provision for the 
health and welfare of mothers and children and for services to 
crippled children has been introduced by Representative Patter- 
son, California, H. R. 4059. It is identical with the Pepper 
bill, S. 1318. 

Representative Priest, Tennessee, has introduced H. R, 4110, 
proposing that no new graduate or student nurse shall be 
admitted for training or courses under the act providing for 
the training of nurses after October 15, 1945, and that not more 
than 30,000 student nurses shall be admitted for training after 
June 30, 1945 and prior to Oct. 16, 1945. 

H. R. 4070, introduced by Representative Spence, Kentucky, 
will provide for water pollution control activities in the United 
States Public Health Service. It is pending in the House Com- 


mittee on Rivers and Harbors. 
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Medical News 


(Puystctans WILL CONFER A FAVOR BY SENDING FOR 
THIS DEPARTMENT ITEMS OF NEWS OF MORE OR LESS 
GENERAL INTEREST: SUCH AS RELATE TO SOCIETY ACTIVI- 
TIES, NEW HOSPITALS, EDUCATION AND PUBLIC HEALTH.) 


ALABAMA 


Dr. Graves Honored.—On September 14 the faculty of 
the Medical College of Alabama, Birmingham, gave a fare- 
well dinner in honor of Dr. Stuart Graves, who is now dean 
emeritus and professor of pathology emeritus, and Mrs. Graves. 
Dr. Ralph McBurney, professor of bacteriology, and oldest 
full time professor on the T uscaloosa school faculiy in point 
of service, was toastmaster. Dr. Graves, who was presented 
With a gold mounted fountain pen and pencil set, will not 
end his work in medical education with the transfer of the 
faculty of students of the School of Basic Medical Sciences 
to the Birmingham school. Although approaching the age of 
retirement he will continue to occupy an office on the ground 
floor of Nott Hall, which is being remodeled and renovated 
for the department of biology. He will act as director of 
admissions for the Medical College of Alabama and as adviser 
tu premedical students on the univeisity campus. At the 
request of Dr. Roy R. Kracke, dean of the new four year 
Medical College ot Alabama (THe Journat, Aug. 11, p. 1116), 
Dr. Graves will also be editor of the Medical Bulletin and 
act as chairman of the committee on student welfare in the 
Medical College of Alabama, commuting at times to Birming- 
ham. He has also been made a member of the university 
committee on premedical studies and the university committee 


on student health. 
FLORIDA 


Dr. Griffitts Goes to Haiti.—Dr. Thomas H. D. Griffitts, 
iormer Dade County health commissioner, has been appointed 
director of health for the republic of Haiti, according to the 
Miami Herald. He was scheduled to leave September 22 by 
plane for his new post. Before coming to Dade County in 
November 1942 Dr. Griffitts had retired from the U. S. Public 
Health Service after thirty vears of service. He has been 
living at Fort lauderdale for the past year. 

Henry Hanson Flonored.—More than 200 employees of the 
state board ot health gathered September "15 to present to 
Dr. Henry Hanson a finger ring containing three diamonds. 
Presentation was made hv Dr. George A. Dame, Jacksonville, 
director of the state baieau of local health service. The giit 
was made possible by members and employees of the state 
board of health and marks the retirement of Dr. Hanson #s 
state health officer (THe JourNAL, September 22, p. 291). 

District Medical Meetings. —The Florida Medical Asso- 
ciation announces the meeting schedule of the following district 
societies : Northwest Medical, Tallahassee, October 15, Floridan 
“Hotel; the Northeast Medical, Ocala, October 16, Highlands 
Hotel; Southwest Medical, Tampa, October 17, Hillsboro 
Hotel; Southeast Medical, Miami, October 18, Coral Gables 
Country Club. Activities of current interest of the profession 

! be discussed by the various officers of the state medical 


MINNESOTA 


Spreme Court Voids Medical Board.—-The Minnesota 
Supreme Court recently declared unconstitutional a provision 
of the workmen’s compensation law, passed by the 1943 legis- 
lature, which provided for creation of a medical board to deter- 
mine controverted or disputed medical issues in occupational 
disease cases. The section voided by this action of the Supreme 
Court provided for a medical board of three doctors of medi- 
cine selected from a panel of fifteen nominees chosen by the 
dean of the University of Minnesota Medical School, Minne- 
apolis, the council of the Minnesota State Medical Association 
and the governor of Minnesota. The medical board was 
authorized to examine the employee and file its “findings and 
conclusions” with the industrial commission, signed by all the 
members of the board participating. The “findings” were to 
state, among other things, whether the employee had been 
afflicted with an occupational disease within the provisions 
and definitions of the occupational disease law. Based on the 
premise that there were no provisions under the law that a 
transcript of the evidence on which the board's findings were 
based be filed with its report, the Supreme Court ruled the 
medical board as set up to be unconstitutional for the reason 
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that it denied a claimant for compensation the right of full 
review guaranteed hun _ by the workmen's compensation law 
under ‘the “due process” clause in the statute. According to 
Minnesota Medicine, with the elimination of the medical board 
the statute, as it now stands, will permit the industrial com- 
mission or a referee within the commission, according to estab- 
lished practice, to take testimony of ane physician for each 
party on the question of occupational disease. If the com- 
mission or the referee hearing such evidence is unable to 
determine whether a claimant suffers from an occupational 
disease. within the provisions of the statute, then the commis- 
sion or the referee conducting the hearing may, on his own 
motion, designate a neutral physician in good standing to 
examine the injured person and report his findings, which, 
in addition to other evidence, will be weighed by the com- 
mission or referee as competent evidence in determining this 


issue. 
OHIO 


James Doull to Direct International Health Relations. 
——Dr. James A. Doull has resigned as Elisabeth Severance 
Prentiss professor of public health at Western Reserve Uni- 
versity School of Medicine, Cleveland, effective March 31, 
1946, to join the regular corps of the U. S. Public Health 
Service and in charge of international health relations in 
the Office of the Surgeon General. The appointment is said 
to be in anticipation of the establishment of a new national 
health organization in the near future to take over and extend 
the functions of the health sections of the league of nations. 
The resignation vacates the chair in public health established 
recently in the school of medicine by the university with the 
support of a bequest by the late Mrs. Elisabeth Severance 
Prentiss. Dr. Doull had previously been head of the depart- 
ment of hygiene and bacteriology, now divided into the depart- 
ment of public health and the department of microbiology (Tue 
JourRNAL, July 28, p. 963). Dr. Doull hasbeen at Western 
Reserve University since 1930. 


UTAH 


State Medical Election.—New officers of the Utah State 
Medical Association include Drs. Ray T. Woolsey, Salt Lake 
City, president; Lester A. Stevenson, Salt Lake City, president- 
elect, and David G. Edmunds, Salt Lake City, secretary. 


WASHINGTON 


.Edward Turner Named Dean of New Medical School. 
—-On September 29 Dr. Edward L. Turner, Bradford, Pa., 
was appointed dean of the new Medical School of the University 
- Washington (Tite Journat, February 3 p. 288; April 21, 

1067). He is expected to start his work of organizing the 
meedical school about December 1; he will also make plans for 
the proposed school of dentistry. Dr. Turner graduated at the 
University of Pennsylvania’ School of Medicine, Philadelphia. 
in 1928. He was associated with the American’ University of 
Beirut, Syria, for about ten years as head of the department ot 
phy siology, head of the department of medicine and later as 
acting dean of the medical school. From 1938 to 1944 Dr. 
Turner was president of the Meharry Medical College, Nasli- 
ville, having served earlier as professor and head of the 
department of medicine. 


GENERAL 


George Dunham Resigns.—Dr. George C. Dunham has 
resigned as president of the Institute of Inter-American Affairs 
because of ill health. He will continue his service with the 
institute as chairman of the board of directors. Col. Harold 
I. Gotaas, S. C., A. U. S., formerly executive vice president 
of the Institute of Inter- American Affairs and director of the 
Division of Health and Sanitation, will succeed Dr. Dunham. 
Col. John D. Yeagley, M. C., A. U. S., associate director of the 
Division of Health and Sanitation of the institute, has been 
appointed director to succeed Colonel Gotaas. 

Medical Illustrators Meeting.—Officers of the Associa- 
tion of Medical Illustrators met in New York recently to 
(discuss certain proposed activities and the final draft of the 
new constitution and by-laws. The meeting was held in con- 
junction with the session of the Biological Photographic Assu- 
ciation, Elon men of Duke University School of Medicine, 
Durham, N. C., the chairman of the fifteen member board 
of governors set he by the Association of Medical Illustrators. 
Mr. Tom Jones, University of Illinois College of Medicine, 
Chicago, is president and Mr. Willard C, Shepard, Philadelphia, 
vice president; Muricl McLatchie, Boston, secretary and Eliza- 
beth Brodel, New York, treasurer (Tre Journat, August 4, 
1040). 
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Reduced Fares to Ophthalmology Congress.—The Pan 
American Airways System is offering a 15 per cent reduction 
on fares to delegates attending the Pan American Congress of 
Ophthalmology meeting at Montevideo, Uruguay, . November 20- 
December 1 (THe JourNAL, September 15, p. The fare 
from Miami to Montevideo via the East Coast is “$486 one way, 
$874.80 round trip, and via the West Coast $504 one way, 
$907.20 round trip. For any delegates who may be interested 
in making a circle trip around South America the fare will be 
$891. All these fares are subject to the 15 per cent United 
States transportation tax. However, as already mentioned, 
these fares are also subject to 15 per cent discount. 

Hospital Review to Substitute for National Meeting. 

—A series of publications containing data of both contem- 
porary importance and lasting interest to hospital administra- 
tors and the hospital minded will take the place of the 1945 
convention of the American Hospital Association, Entitled in 
its entirety as “The 1945 Hospital Review,” the series will 
deal with current developments in problems of hospitals and 
outlooks for the future. To be distributed in October, the 
first work of the series, “The Individual Hospital” will be 
composed of three book sections and a preface. The book 
sections include “Measuring the Community for a Hospital,” 
“Organization of Governing Board and Medical Staff” and 
“Administrative Aspects of Hospital Construction,” all pre- 
pared by Dr. Warren P. Morrill, Chicago, research director 
of the association. The preface to these sections will contain 
contemporary definitions of the hospital in relation to the 
physician, the trustee and the administrator. The definitions 
are being contributed by recognized spokesmen in these fields. 
“Economic Issues Facing Hospitals,” treated in six book sec- 
tions, will comprise the second in the series. Public leaders 
and officers and headquarters personnel of the association will 
prepare material on economic issues facing hospitals, U. S. 
Senate bill 191, government payment for hospital care of 
indigents, care of the veteran in community hospitals, the 
Blue Cross prepayment plans and the Commission on Hos- 
pital Care. The third publication, “Activities and Business 
of the American Hospital Association,” will include addresses 
by the outgoing and incoming presidents, Drs. Donald C. 
Smelzer, Philadelphia, and Peter D. Ward, St. Paul, respec- 
tively, in addition to reports of the association’s bodies and 
a summary of its activities during the year. Transactions of 
the house of delegates meeting in Chicago, November 5-7, 
will also be published in the third book. 

Tenth National Assembly of College of Surgeons.—The 
tenth (Victory) National Assembly of the United States chapter 
of the International College of Surgeons will be held December 
6-8 at the Mayflower Hotel, Washington, D. C.. under the 
general chairmanship of Dr. Custis Lee Hall, Washington. 
The speakers will include : 


Dr. Garnet W. Ault, Washington, D. C., Ulcerative Colitis. 

Lieut. Col, Wilbert H. McGaw, M. C., Pneumographic Differential 
Diagnosis in Internal Derangement of the Knee Joint. 

Capt. Winchell M. Craig (MC) and Capt. Joseph 5. Barr (MC), 
Reconditioning of Spinal Cord Injuries. 

Dr. Edgar Davis, Washington, D. C.. Tumors of the Lung. 

Dr. Charles Stanley White, Washington, D. C., Amino Acids in 
Surgery. 

Dr. J. Ross Veal. Washington, D. ¢ 
Lower Extremity. 

Dr. Elmer Hess, Erie, Va.. Conservative Renal Surgery. 

Dr. Albert A. Berg, New York, Terminal Ileitis. 

Lieut. Col. Benvenuto R. Dino y Regidar, M. C., 
Salvaging Medical Education in the Phitippines. 

Dr. Emil J. C. Wildenbrand, Washington. DD. C., 
Anesthesia. 

Dr. Roland M. Klemme, St. Louis, Major Neuralgias. 

Dr. Moses Behrend, Philadelphia, Phlebitis, Embolism and ry mbosis. 

Drs. James W. Watts and Walter Freeman, Washington, D. “Psy- 
Relief of Unbearable Pain. 

Detroit, Problems in Gallbladder Surgery. 


, Circulatory Disturbances of the 


Philippine Army, 


Refrigeration 


chosurgery” for the 
Dr. Clark D. Brooks, 


Major General Paul R. Hawley, M. C., Washington, D. C., Surgery 
in the European Theater of Operations. 

Lieut. Col. Brian B. Blades, M. C., Washington, D. C., Recent 
Advance in the Treatment of Chronic Eimpyema. 

Ir. Eduardo Caceres, Lima, Peru, Cancer of the Larynx. 

U. S. Senator Alben W. Barkley, Washingten, D. C., The World 

James C. Masson, Rochester, Minn., Cancer of the Uterus: When 


When X-Ray 

Dr, Edward V. M. Mastin, St. 

Dr. Frank E. Adair, 

Other speakers on the program will include Col. Alfred R. 
Shands, M. €., and Col, Leonard T. Peterson, M. C. Dr. 
Herbert Acuff, Knoxville, Tenn., is president and Dr. Louis J. 
Gariepy, Detroit, secretary of the United States chapter of the 
college. 


Louis, Surgery of the Thyroid Gland. 
New York, Carcinoma of the Breast. 
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Certification in Allergy.—The American Board of Pedi- 
atrics at its meeting in New York in April took final action 
establishing certification in allergy as a subspecialty of pedi- 
atrics. Certification in pediatrics by the American Board oi 
Pediatrics is a prerequisite for such certification in allergy. 
Those who are already specialists certified by the pediatric 
board and who wish to be certified in allergy must make 
formal applieation to the secretary of the American Board of 
egg Dr. C. Anderson Aldrich, 11514 First Avenue 
Rochester, Minn, Those who are not yet certified in 
pedishrics who desire certification in allergy as well should 
indicate this‘ in their application to the board of pediatrics 
as examination in the two subjects may be held at the same 
=~. The application fee for certification in allergy will be 
$25 in addition to the application fee for certification in pedi- 
atrics. An Advisory Committee on Allergy has been appointed 
to act with the board of pediatrics in all matters pertaining 
to the selection and examination of applicants for subspecialty 
certification. This committee is identical with the Advisory 
Committee on Allergy of the American Board of Internal 
Medicine. The present members of this committee are Drs. 
Harry L. Alexander, St. Louis; Robert A. Cooke, New York; 
Leslie N. Gay, Baltimore; Harry L. Huber, Chicago; George 
Piness, Los Angeles, and Francis M. Rackemann, Boston. In 
December of this year Dr. Oscar M. Schloss, New York, 
will be appointed as a pediatric member of this advisory com- 
mittee to take the place of the retiring member. The Advisory 
Committee on Allergy has already outlined the requirements 
for applicants who desire examination in the subspecialty of 
allergy as follows: 
ears, full time, in a_ satisfactory allergy clinic and its. hospital 
(inbadiine training both in allergy and in pediatrics) or 
One year, full time, in the allergy clinic and its hospital and two 


additional years of full attendance on such an allergy clinic and its 
activities or 


Five years, 
ties or 

Special training under qualitied preceptors, or in combination 
with aforementioned types of training, and such other training as might 
be felt adequate to prepare an individual he the practice of allergy. 

It was further the opinion of this committee that clinics for 
such training should fulfil the following qualifications :, 

They should be in hospitals that have been accepted by the Council on 
Medical Education Hospitals of the Americi Medical Association 
and by the American Board of Pediatrics for 1 ining and certification 
in pediatrics and for residencies in pediatrics or medicine, 

The director of the allergy clinic should be a specialist certified in 
allergy by the American Board of Internal Medicine or the American 
Hoard ot Pediatrics. 

When accepted, the certified specialist will receive from the 
American Board of Pediatrics a certificate in allergy and will 

» listed as a specialist in allergy in the official directory ot 
the Advisory Board for Medical Specialties. 


LATIN AMERICA 


Health Activities in Latin America.—Schovl of Hygiene 
Dedicated —Dr. Marcos Charnes writes that the School of 
Hygiene of Chile was organized in 1944 through the coopera- 
tive efforts of the University of Chile, the Public Health Ser- 
vice of Chile, the Bacteriologic Institute of Chile and the 
Rockefeller Institute. A news item in Tue Journar, July 28, 
page 965, stated that the U. S. Public Health Service partici- 
pated in the organization. 


Health Center.—A health center was opened in Lima as an 
experimental center for small units to be constructed through- 
out the country. The center is located in the Rimac district 
of Lima, one of the poorer districts of the city, and was 
erected by the Inter-American Public Health Service in coop- 
eration with the Peruvian Ministry of Public Health. 

Physicians Threaten to Suspend Research.—According to the 
Chicago Tribuie the military government of Argentina encoun- 
tered new troubles in September, when a group of physicians 
threatened to suspend their scientific activities and a_ local 
union took sides with striking transport company employees 
the government had ordered back to work. The Union Obrera 
local threatened a sympathy strike to support the transport 
workers “when circumstances demand.” The Argentina Medi- 
cal Association resolved in a meeting to ask its board of 
directors to “suspend the assotiation’s scientific activities until 
constitutional normalcy is restored.” The physicians’ resolu- 
tion said an “atmosphere of liberty, confidence, security, and 
tranquillity are absolutely indispensable” to investigation tor 
scientific progress and declared “it is notor ious that such con- 
ditions do not exist presently in Argentina.” The action fol- 


full attendance, on such an allergy clinic and its activi- 


solely 


lowed a similar protest by the nation’s lawyers, who halted 
Argentina’s 


their activities and caused a virtual standstill in 
courts. 
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Walter Bradford Cannon ® Boston, renowned physiologist, 
died October 1 at his summer home in Franklin, N. H., of 
bronchial pneumonia and leukemia. 


Dr. Cannon was born in Prairie du Chien, Wis., Oct. 19, 
1871. He graduated at Harvard in 1900, having been a 
member of the faculty in 1899 and serving successively as 
instructor in zoology, instructor in physiology’ and assistant 
professor. He had been George Higginson professor and head 
of the department of physiology since 1906, retiring in 1940 
with the title emeritus. 

In his book on “The Wisdom of the Body,” Dr. Cannon said 
that his first research when a student of medicine was a study 
of the phenomenon of swal- 
lowing. Thus began a long 


DEATHS 


J. A. M.A. 
Oct. 13, 1945 
were held at Harvard to mark his completion of twenty-five 
years as professor of physiology. 

Dr. Cannon always maintained an interest in medical educa- 
tion; early in his career he suggested the “case method” of 
teaching medicine. His research during World War I resulted 
in new concepts for the treatment of shock. Much of his work 
dealt with organic conditions as affected by emotion, and his 
investigations resulted in the established practices for con- 
trolling these disturbances. His prolific contributions to scien- 
tific literature reflect his diversified interests, his frequent 
articles describing movements of the stomach and _ intestine, 
internal secretions, effects of emottonal excitement, surgical 
shock, organic stabilization, chemical mediation ‘of nerve 
impulses, medical education and the defense of medical research. 
The books written by Dr. Cannon have been exceptional. The 
list includes A Laboratory Course in Physiology, 1910, The 
Mechanical Factors of Digestion, 1911, Bodily Changes in 
Pain, Hunger, Fear and Rage, 1915, revised edition, 1929; 
Traumatic Shock, 1923, The 


career of physiologic investi- 


Wisdom of the Body, 1932, re- 
vised edition published in 1939, 


gation. For his distinguished of Digestion and Health, 1936, 
achievements he was awarded “~, and Autonomic Neuro-Effector 
the Baly Medal of the Royal tee Systems, with Arturo Rosen- 
College of Physicians in 1931 — 


and the gold medal of the 
National Institute of Social 
Sciences in 1934. In 1941 he 
was the first recipient of the 
Friedenwald Medal of the 
American Gastro-Enterological 
Association in “recognition of 
his pioneer utilization of the 
x-rays gastroenterology, 
and his important contribu- 
tions to the mechanics of di- 
gestion, to the elucidation ot 
the sensations of hunger and 
thirst, and to the development 
of the science and practice ot 
gastroenterology. He had 
been awarded many honorary 
degrees and held membership 
and fellowship in numerous 
scientific groups in this coun- 
try and abroad. He had de- 
livered such prominent lectures 
as the Lineacre at Cambridge 
University, Herter, Beaumont, 
Caldwell, Kober, Newbold. 
George Brown, Welch and 
Jones, serving at one time as 
Croonian lecturer of the Roval 
Society and Hughlings Jack- 
son lecturer at McGill Uni- 


versity. From 1929 to 1930 
he had been Harvard ex- 
change professor to France 


and for a time in 1935 visiting 
professor to Peiping Union 
Medica! School. From 1906 
to 1908 he was secretary ot 
the Section on Pathology and 
Physiology of the American 
Medical Association, In 1925, 
when the Association created 
a Council on Physical Ther- Le 
apy, Dr. Cannon was named one of its members. Serving as 
president of the Medical Research Society of the American 
Red Cross, France, 1917-1918, and as a lieutenant colonel in 
the medical corps of the U. S. Army during World War I, 
Dr. Cannon subsequently received the Decorations of the 
Companion of the Bath (British) and the Distinguished 
Service Medal for his services as director of physiologic 
research for the American Expeditionary Forces in France. 
In later years he was president of the American Association 


for the Advancement of Science, a member of the board ot 
scientific directors of the Roekefeller Institute for Medical 
Research, vice presidént for America of the International 


League Against EF “pilepsy, member of an advisory committee to 
a council created in 1936 to administer the program of research 
in child neurology for the Friedsam Foundation, member o! 
the Medical Fellowship Board of the National Research Council 
and, in 1943, president of a newly formed group called the 
American-Soviet Medical Society. In 1943 he ee also eclecte 1 
a member of the Academy of Science of the U. a 
193) speetal ceremonies. including the unvering a portrait, 


Warrer Braprorp CANNON, 


blueth, in 1937. Just recently 
his autobiography, called “The 
Way of an Investigator,” was 
published. It reflects the 
geniality, the philosophy and 
the inspiration that were the 
basic factors in a career that 
achieved greatness. 

Bernard Isaac Comroe # 
Philadelphia; University of 
Pennsylvania School of Medi- 
cine, Philadelphia, 1929; born 
in York, Pa., Oct. 22, 1906; 
specialist certified by the 
American Board of Internal 
Medicine ; fellow of the Ameri- 
can College of Physicians: 
member of the American 
Rheumatism Society and the 
Philadelphia College of Phy- 
sicians; associate in medicine 
at his alma mater, where he 
was chief of the medical divi- 
sion of the student health ser- 
vice; on the faculties of the 
dental school graduate 
school of the University of 
Pennsylvanja; senior ward 
physician at the Hospital of 
the University of Pennsyl- 
vania, where he served an in- 
ternship and a_ residency; 
during his senior year at the 
University of Pennsylvania, 
awarded the Spencer Morris 
prize, the alumni medal and 
prize and the Charles A. 
Oliver Memorial prize; re- 
sponsible for circulating a 
bulletin containing news con- 
cerning the University of 
Pennsylvania School of Medi- 
cine and Hospital, which was sent to graduates of the school 
serving in the armed forces throughout the world during World 
War IL; author of Arthritis and Allied Conditions; joint 
author of Internal Medicine in Dental Practice; editor of 
many editions of Medical Technique Book of the Hospital of 
the University of died at his home in Overbrook 
Hills, September 14, aged 3 

Charles Melville Chicago; Rush Medical Col- 
lege, Chicago, 1914; associate in medicine at the University 
of Illinois College of Medicine; at one time clinical assistant 
in pediatrics and clinical associate in medicine at his alma 
mater; for many years medical director for Marshall Field & 
Company : served during World War I; on the staff of the 
Presbyterian Hospital, where he died July 12, aged 59, of 
coronary thrombosis. 

Herbert Kitto Beauchamp ®@ Phoenix, Ariz.; Medical 
College of Indiana, Indianapolis, 1904; at one time one of the 
physicians in charge of the Territorial Asylum for the Insane ; 
died May 24, aged 69. 
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James Milton Bonham, Hobart, Okla.; Kansas City (Mo.) 
Medical College, 1901; member of the American Medical 
Association; fellow of the American College of Surgeons; 
past president of the Rotary Club and chamber of commerce ; 
district chairman of Procurement and Assignment of Physi- 
cians for westeri Oklahoma; on the staff of the General 
Hospital, where he died July 14, aged 75, of virus pneumonia 
complicated by nephritis. 

Ellsworth T. Busching, Wyoming, Ohio; Medical Col- 
lege of Ohio, Cincinnati, 1893; medical examiner for the 
Metropolitan Life Insurance Company for many years; at one 
time member of the board of education and board of health 
of Elmwood Place; died June 3, aged 77 

David W. Byrd, Norfolk, Va.; Meharry: Medical College, 
Nashville, Tenn., 1900; one of the ‘founders and past president 
ot the National Medical Association; on the staff of the Nor- 
folk Community Hospital; died July 6, aged 76, of coronary 
occlusion. 

Eugene A. Callahan, Carlisle, Ark.; University of Arkan- 
sas School of Medicine, Little Rock, 1903; member of the 
American Medical Association : served as "president of the 
Arkansas State Medical Board and of the Alumni Association 
of his alma mater; vice president and chairman of the board 
of the Citizens Bank in Carlisle; a member of the Arkansas 
Selective Service Board of Appeals; died May 29, aged 67. 

Stark Michael Casper © Louisville, Ky.; University of 
Oklahoma School of Medicine, Oklahoma City, 1923; interned 
at the SS Mary and Elizabeth Hospital, where he served on 
the staff for many years; died June 17, aged 48 

James Christopher Clarke, Los Angeles; McGill Univer- 
sity Faculty of Medicine, Montreal, Que., Canada, 1909; 
served during World War |; died June 7, aged 62. 

Wendell Phillips Collette, Norfolk, Va.; Howard Uni- 
versity College oi Medicine, Washington, D. C., 1929; mem- 
ber of the staff of the Norfolk Community Hospital; died 
July 16, aged 43. 

Stanton Kemble Crawford, Lakewood, Ohio; University 
of Wooster Medical Department, Cleveland, 1888; served on 
the staff of the Lakewood Hospital; died July 22, aged 83, 
of coronary thrombosis. 

James Claude Cunningham ®@ Little Rock, Ark.; Mary- 
land Medical College, Baltimore, 1903; emeritus professor of 
obstetrics and gynecology at the University of Arkansas School 
of Medicine; died June 18, aged 64. 

Alexander C. Dockstader, Hastings, Minn.; the Hahne- 
mann Medical College and Hospital, Chicago, 1880; died July 
16, aged 90 

Leonidas L. Duncan, Hollow Rock, Tenn.; University of 
Tennessee Medical Department, Nashville, 1891; member of 
the American Medical cree died in the Baptist Hos- 
pital, Memphis, June 25, aged & 

George Craig Sesieston, Amelia 
College of Virginia, Richmond, 1893; member of the American 
Medical Association; died in the Stuart Cirele Hospital, Rich- 
mond, June 14, aged 73. : 

James S. Fitzhugh, Central City, Ky.; 
of Medicine, Louisville, 1902; 
cal Association ; 


C. H., Va.; Medical 


Hospital College 
i member of the American Medi- 
formerly McLean County physician and health 


officer; died June 18, aged 74 
_Frederick William Fletcher, Hinton, Iowa; John A. 
Creighton Medical College, Omaha, 1912; member of the 


American Medical Association; 
served during World War I; died in a hospital at Sioux City 
September 12, aged 05, of cerebral hemorrhage following an 
ilIness of over two years of endarteritis obliterans. 

Alfred M. Ganaway, Nashville, Tenn.:; Northwestern Medi- 
cal College, St. Joseph, Mo., 1892: served during World War 
I; formerly associated with ‘the Indian Service; died June 23, 


also a graduate in pharmacy ; 


aged 77. 
Joseph Glamkowski ® Brooklyn; Long Island College 
Hospital, Brooklyn, 1920; served as president of the North’ 


Brooklyn Medical Society and as treasurer of the Brooklyn 
Academy of Pediatrics; chief pediatrician at St. Cecelia’s Hos- 
pital and on the visiting staffs of St. Catherine’s and Green- 
point hospitals; died June 17, aged 50. 


Louis Julius Hajdusek, Chicago;e Chicago College of 

Medicine and Surgery, 1912; died July 30, aged 58. 
William Clinton Haydon, Princeton, Ky.; Southwestern 

Homeopathic Medical College and Hospital, Louisville, 1905; 


member of the American Medical Association; died June 24. 
aged 64. 
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Charles Howard Lisle, New Hampshire, Ohio; Starling 


Medical College, Columbus, 1903; on the staff of the Memorial 


Hospital in Lima; died June 19, aged 68. 

Daniel Erastus Little ® Eufaula, Okla.; Ohio Medical 
University, Columbus, 1903; served during World War I; 
county superintendent of health; died in Oklahoma City May 
31, aged 66. 

Otto Wilber McClusky, Chemawa, Ore.; 
College, Chicago, 1905; instrumental in building the hospital 
at Carrington, N. D.; served during World War I and as 
physician and surgeon in the Civilian Conservation Corps; 
physician and surgeon for the Indian School, where he was im 
charge of the 50 bed hospital; died in the Deaconess Hospital. 
Salem, August 16, aged 71, following a cerebral hemorrhage. 

James Jackson Ragan Jr., Baltimore; Johns Hopkins 
University School of Medicine, Baltimore, 1943; interned at 
the Johns Hopkins Hospital; died May 18, aged 26. 

Isaac J. Sparks, Amarillo, Texas; Dallas Medical Col. 
lege, 1904; also a minister; past president of the Lamb-Bailey- 
Hockley-Cochran Counties Medical Society; died in Fort 
Worth June 6, aged 72. 

Clarence C. Weist, Columbus, Ohio; Starling Medical 


College, Columbus, 1808: died in the Grant Hospital June 13, 
aged 67. 


Rush Medical 


DIED WHILE IN MILITARY SERVICE 


George Bruce Crist, Frederick, Md.; University of 
Maryland School of Medicine, Baltimore, 1914; member 
of the American Medical Association: served during 
World War I; entered the medical reserve corps of the 
U. S. Army as a captain on Dec. 24, 1923; began active 
duty as a major on Aug. 14, 1941; died in Fredericksburg, 
Va., April &, 1944, aged 52, of coronary occlusion. 

John Francis Geraghty ® Passed Assistant Surgeon, 
Lieutenant, U. S. Navy, Lansdowne, Pa.; Jefferson Medi- 
cal College of Philadelphia, 1941; interned at the Philadel- 
phia General Hospital; began active duty as a lieutenant 
(jg) in the medical corps of the U. S. Navy on July 13, 
1942; promoted to lieutenant; died in Luichow Peninsula, 
China, June 24, aged 30, of an injury, type unknown. 

George Lewis Greaser, Altoona, Pa.; Jefferson Medi- 
cal College of Philadelphia, 1939; served an internship 
at the Charles S$. Wilson Memorial Hospital in Johnson 
City, N. Y.; began active duty as a first lieutenant in 
the medical reserve corps of the U. S. Army on July 1, 
1941; major, medical corps, Army of the United States : 
died in England June 11, 1944, aged 32, in an aircraft 
accident. 

Alfred Labenski, 
College of Philadelphia, 1939; 
Hospital in Wilkes-Barre; 
Army of the United States, 


Nanticoke, Jefferson Medical 
interned at the Mercy 
entered the medical corps, 
on May 21, 1942, as a first 
lieutenant; promoted to captain; died in the Walter Reed 
General Hospital, Washington, D. C., Aug. 19, 1943, 
aged 34, of adenocarcinoma of the leit kidney with 
metastases. 

Howard Bloom Mason, Freehold, N. J.; Syracuse 
University College of Medicine, 1925; member of the 
American Medical Association; fellow of the American 
College of Surgeons; member of the board of education 
of Freehold; interned at the Syracuse Memorial Hospital 
in Syracuse, N. Y., and the New York Post-Graduate 
Medical School and Hospital in New York; served as 
surgeon at the Fitkin Memorial -Hospital in Neptune 
and consulting traumatic surgeon at the New Jersey State 
Village for Epilepties in Skillman ; commissioned a lieu- 


tenant commander in_ the medical corps, U. Naval 
Reserve, on July 16, 1942; assigned to the U. S. Naval 
Hospital, Naval Operating Base in Norfolk, Va.; ; served 


in the Pacific, where he saw action at Leyte and Iwo 
Jima; died in the U. S. Naval Hospital in St. Albans, 

y. Y¥., July 14, aged 44, of arteriosclerotic coronary heart 
disease. 

Howard Myers Scull, Langhorne, Pa.; University 
of Pennsylvania School of Medicine, Philadelphia, 1939; 
served an internship at the Presbyterian Hospital in 
Poiatrighis ; entered the medical reserve corps of the 
J. Army as a first lieutenant on June I4, 1939; began 
+R duty on July 1, 1941; captain, medical corps, igs | 
of the United States; died in the European area July 4 
1944, aged 30, in an airplane accident. 
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CURRENT 


Current Medical Literature 


AMERICAN 

The Association library lends periodicals to members of the Association 
and to individual subscribers in continental United States and Canada 
for a period of three days. Three journals may be borrowed at a time. 
Periodicals are available from 1935 to date. Requests for issues of 
earlier date cannot be filled. Requests should be accompanied by stamps 
to cover postage (6 cents if ome and 18 cents if three periodicals are 
requested). Periodicals published by the American Medical Association 
are not available for lending but can be supplied on purchase order. 
Reprints as a rule are the property of authors and can be obtained for 
permanent possession only from them. 

Titles marked with an asterisk (") are abstracted below. 


Archives of Surgery, Chicago 

50: 277-340 (June) 1945 

Some Recent 

-p. 277 
Meckel’s Diverticulum Containing Calculi. 
Donaldson.—p. 286. 

Lymphosarcoma Primary in Appendix: 

288 
Mcthods for Reducing Pain yong Hemorrhoidectomy : 
Results in 72 Cases. J. C. Owings.—p. 293. 

viarterial Infiltration in Diagnesis and Treatment of Migraine: Expert 
imental and Clinical Experiences with Eucupine and Procaie Hy dro- 
chloride. R. Patzer, V. Derbes and H. Engelhardt.—p. 296 

I’reumothorax Resulting from Dissecting Gastric Ulcer: Review of 
Literature and Report of Case. P. B. Hudson, L. C. Gay and Hi. ©. 
Newman.—p. 1. 

Desmoid Tumor. C. C. Green.—p. 304. 

Unusual Heoileal Intussusception. M. Paul.—p. 307, 

Review of Urologic Surgery. A. J. Scholl and others.—p. 209. 


Accomplishments of ‘Thoracic Surgery. W. E, Adams. 


A. W. Allen and G, A. 


Study of 23 Cases. G. Knox. 


Technic and 


Periarterial Infiltration in Migraine.— According to 
Patzer and his associates, because of its prolonged action it 
was thought that eucupine (isoamylhydrocupreine) might prove 
useful in periarterial infiltration for the relief of migraine. 
The technic of infiltration is simple. The superficial temporal 
artery of the involved side is located external to the zygoma, 
and approximately 2 cc. of 0.1 per cent eucupine in 1 per cent 
procaine solution is injected. Often it is necessary to inject 
subsidiary painiul points which are discovered by palpation. 
The results were beneficial in two ways. The majority of the 
patients had immediate relief, though failures were encoun- 
tered, and the frequency of attacks was decreased as a rule. 


Arizona Medicine, Phoenix 
2:21!-272 (July) 1945 
Mesothelioma of Diaphragm. M. Rosenthal and B. P. Frissell,—p. 231. 
Rational Basis for Endocrine Therapy. R. Jennett. —p. 234. 


Ifow the Press Aids Hospitals Toward Better Public Relations. RB. P. 
Lynch.—p. 237 


Serology and of Syphilis. T. T. Frost.—p. 239, 


Epidemiological Information Bull., Washington, D. C. 
1:453-494 (July 15) 1945 


Relapsing Fever in North Africa and Europe, 1943-1945. G. Stuart. 
—p. 453. 

Cholera Epidemic in Chungking.—p. 465. 

Diseases Amoug Refugees in Kweichow.—-p. 466. 

typhus Among Displaced Persons in Europe.—-p. 466. 

Typhus in North Africa.—p. 468. 

Case Notification in Europe.—p. 468. 

Current Reports on Prevalence of: A. Plague, Cholera, Yellow Fever, 


Smalipox and Typhus.—p. 471. 
Td.: B. Measles. Poliomyelitis, 
and Dysentery.—p. 484. 
Trend of Relapsing Fever in European 
-p. 488, 


Cerebrospinal Meningitis, Scarlet Fever 


Area and Equatorial Affies. 


Illinois Medical Journal, Chicago 
88:1-70 (July) 1945 
pare of Larynx: Present Concepts of Diagnosis and Treatment. 
. Holinger.—p. 19. 
Flint of Subacute Bacterial Endocarditis: 
Traut.—p. 24. 
Chemotherapy. K. A. Meyer.—p. 27. 
Gold Therapy in Rheumatoid Arthritis. G. B. Stericker.—p. 33. 
Activities of Division of Maternal and Child Hygiene. H. V. 
man p. 


Recovery with Penicillin. 
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Journal of Experimental Medicine, New York 
82:1-76 (July) 1945 


Experimental Infection of Human Body Louse Pediculus Humanus 
Perper with Murine and Epidemic ened Borne Typhus Strains. 
. Snyder and C. M, Wheeler.—p. 
Antibodies That React in Vitro Sedimentable Constituents 
of Normal and Neoplastic Tissue Cells: Presence of Antibodies in 
Blood of Rabbits aoe Various Transplanted Cancers. W. Ff. 
Friedewald and J. Kidd.—p. 21. 
Incidence and wheat of Antibody for or Constituent of 
Brown-Pearce Tumor. I. MacKenzie and J. G. Kidd.—p. 41. 
Protein Metabolism and Protein Reserves Daring Acute Sterile Inflam- 
em High Protein Intake Compensates for Increased Catabolism. 
. Madden and W. A. Clay.—p. 65. 


Journal of Pediatrics, St. Louis 
27:1-64 (July) 1945 

*Status Thymicolymphaticus. J. L. Carr.—p. 1. 

Production of Acidosis in Premature Infants by Protein Milk. D. C. 
Darrow, M. M. da Silva and §S. S. Stevenson.—p, 43. 

Salicylate Therapy in Rheumatic Fever in Children. L. M. sii and 
M. Hl. Jacobs, with the technical assistance of B, Krautman.—p. 59. 

*Poliomyelitis and Recent Tonsillectomy. J. A, Anderson.—p. 68. 

Quantitative Study of Saliva Glucose. M. L. Blatt, M. Kern and 
Cecelia M,. Kortuem.—p, 71. 

Allergic Child in Camp, J. Glaser.—p. 75. 

Congenital Dermal Sinus as Source of Meningeal Infection: Report of 
> Cases, 1 Associated with Recurrent Meningitis. J. I. Waring and 
R. Pratt-Thomas.—p. 79. 

Joseph Brennemann Library. M. Nappes.—p. 84. 

Status Thymicolymphaticus.—In the past six years, 
according to Carr, there were seen at San Francisco coroner's 
office 520 cases of sudden death in children below 10 years of 
age. Among these were 105 children who died apparently of 
suffocation. Among these there were 49 cases in which death 
was associated with pathologic changes in the thymus and the 
lymphatic system. This group offers examples of death from 
asphyxia following tracheal compression from an enlarged 
thymus gland, deaths from partial obstruction by an enlarged 
thymus during or following anesthesia, cases showing a com- 
bination of thymic enlargement, lymphatism and anaphylaxis, 
and cases of adrenal insufficiency associated with thymus hyper- 
plasia. The widespread belief that an enlarged thymus in itself 
will not cauSe asphyxia by tracheal and auricular compression 
and distortion can be disproved at necropsy whenever studies 
are done on cases of sudden death in children. However, when 
once accepted, status thymicolymphaticus and related terms 
become iar too easy to use. Instead of being reserved for 
specific cases to which they properly apply, such diagnoses are 
gencrically used to explain many sudden deaths in children 
when there is no other obvious cause. Such diagnostic abuses 
have in the main been responsible for the disrepute of the 
thymic status. Orderly necropsy proceedings will reestablish 
the relationship of enlarged thymus glands, lymphatism, adrenal 
hypoplasia and such conditions, either isolated or related, as 
true causes of death. 

Salicylate Therapy in Rheumatic Fever in Children.— 
Taran and Jacobs present observations on the use of massive 
doses of sodium salicylate in 64 children with active rheumatic 
ilisease. Their observations suggest that large doses of salicyl- 
ates suthcient to raise the plasma salicylate level to from 350 
to 450 micrograms per cubic centimeter produce a prompt and * 
effective subsidence of all clinical and laboratory evidence of 
rheumatic activity in children with rheumatic polyarthritis. The 
oral route of administration: is as effective as the intravenous. 
Experience further suggests that massive doses of salicylates in 
acute rheumatic carditis are equally effective in promptly sup- 
pressing all clinical and laboratory evidence of rheumatic 
activity. ‘The intravenous route of administration seems to be 
hazardous. The usual small doses of salicylates have no thera- 
peutic value in rheumatic carditis in children. 

Poliomyelitis and. Recent Tonsillectomy.—In 1943 the 
state of Utah experienced the most severe epidemic of polio- 
inyelitis in its history®and suffered more cases per capita ol 
population than any other state. Because of limited facilities 
for contagious diseases only those patients were hospitalized 
who were reported by the local physician to have bulbar or 
respiratory mvolvement to the exclusion of the spinal cases, 
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This resulted in the admission of practically all of the clinically 
recognizable bulbar and respiratory cases. Of a total of 400 
cases 136 were hospitalized. The frequency with which a his- 
tory of recent tonsillectomy was encountered in cases of the 
bulbar or bulbospinal type was the reason that a questionnaire 
was sent to 334 doctors in the state requesting the following 
information: 1. The number of tonsillectomies on children 
between 3 and 16 years of age done by them in July, August 
and September of 1943. 2. The number of cases of poliomye- 
litis following recent tonsillectomy in these three months. 
3. The age, sex and name of the child. 4. The interval between 
operation and the onset of symptoms. 5. The doctor's name, if 
he wished; or 6. The country in which he practiced. It was 
observed that 43 per cent of the bulbar and bulbospinal cases 
were preceded by a tonsillectomy within thirty days of the onset. 
The incidence of poliomyelitis in recently tonsillectomized chil- 
dren was found to be 2.6 times greater than in the general 
child population. The incidence of the bulbar and bulbospinal 
type of poliomyclitis was found to be sixteen times greater in 
recently tonsillectomized children than in the general child 
population. 


Journal of Pharmacology & Exper. Therap., Baltimore 
84:1-92 (May) 1945 
Absorption of Sulfonamides in Chick and Canary and Its Relationship 
to Antimalarial Activity. P. B. Marshall.—p. 1 
Method for Determination of Analeptic Activity. 
P. B. Marshall.—p. 12. 
Pharmacologic Properties of Some Monoamidines. 
’, B. Marshall.—p. 16. 
Stimulation and Depression of Central Nervous System hy Derivatives 
of Barbituric and Thiobarbituric Acids. P. K. Knoefel.—p. 26. 
Studies on Estimation, —— and Precipitation of Stilbamidine. 
J. Fulton and T. Goodwin.—p. 34. 
Effect of Light on Gans us Aromatic Diamidines in the Solid State. 
J. D. Fulton and T. W. Goodwin.—p. 42, 
Additional Steroids with Luteoid Activity. 


L. G. Goodwin and 


L. G. 


Goodwin and 


G. Masson and H. Selye. 


6. 

Toxicology of 1,2-Dichloroethane a 
and ect of Protective Agents. L. A eppel, P. A. Neal, T. L. 
Perrin, K. M. Endicott and V. T. Bonarket —p. 53. 

Phenol Conjugation: IV. Effect of Several Inhibitors. 
and R. 1. Arnolt.—p. 64. 

Synthetic Anticonvulsants: 5,5-Disubstituted Hydantoins Containing a 
Hetero-Atom in the Side Chain. H. H. Merritt, T. J. Putnam and 
W. G. Bywater.—p. 67. 


ay of Birds to Insulin as Compared with Mammals. K. k. 
. C. Anderson and Nila Maze.—p. 74. 

Chemical "he of Marihuana Activity. S. Loewe.—p. 78. 

"Effectiveness of Caffeine (1,3,7 Trjmethylxanthine) Against Fatigue. 

F. Huidobro and E, Amenbar.—p, 82. 

Effectiveness of Caffeine Against Fatigue.—Huidobro 
and Amenbar point out that Foltz and his co-workers have 
demonstrated that caffeine increases in human subjects not only 
the capacity for muscular work in rested persons but also the 
speed of muscular recuperation in fatigued persons. In human 
experiments it is impossible to determine whether the caffeine 
achieves its effect through a central mechanisin, through action 
on the neuromuscular junction or through stimulation of the 
muscle directly. Experiments on frogs indicate that the xan- 
thine derivatives have a direct action on muscle itself and that 
they are even capable of producing an increase of muscular con- 
traction when a muscle is stimulated indirectly through its 
nerve. Studies were made by the authors on cats anesthetized 
with dial or pentobarbital sodium or on cats which had undey- 
gone decerebration to determine the effect of caffeine injected 
intra-arterially in doses of 0.007 to 0.035 Gm. Observations were 
made on the contractions of skeletal muscles, on the neuro- 
muscular synaptic mechanism and on the superior cervical gan- 
glion stimulated by acetylcholine. It was found that caficine 
produces an increase in the tension developed by muscle which 
is being stimulated indirectly. Caffeine can produce tension in 
normal muscle as well as in denervated muscle. When dener- 
vated muscle is stimulated directly, caffeine can also increase 
the amplitude of contractions. Caffeine is able to augment not 
only the amplitude of contractions of a muscle stimulated by 
means of acetylcholine but also those of the nictitating mem- 
brane similarly stimulated by the latter drug. The enhancing 
action of caffeine on the contractions of the nictitating mem- 
brane stimulated by acetylcholine is due to the effect the caffeme 
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exerts on the ganglion. Caffeine augments the action of neo- 
stigmine. The mechanism of the action of caffeine on the neuro- 
muscular junction consists in lowering the excitatory threshold 
of acetylcholine. 


Journal of Urology, Baltimore 
53:753-843 (June) 1945 


Dissecting Aortic Aneurysm Involving Renal Artery and Simiilating 
Acute Nephrolithiasis. A. Blain HII, T. P. Glynn and T. Hiratzka 
—p. 753. 

Ilorseshoe Kidney: 
Nation.—p, 762, 
Promin in Treatment of Renal Tuberculosis, 

Gonzalez-Iman.—p. 769. 

Congenital Ureterocele with Through Urethra and Strangu- 
lation. S. P. Hurwitz and K. B. MceDonough.—p. 773. 

Obstruction of Ureter in Children. C. J. E. Kickham.—p. 776. 

‘Teaching of REE Prostatic Surgery. R. W. Barnes and C. E 
Heitman.—p. 781, 

Diphallus (Double Penis). 

v Lithiasis: 


Study of 32 Autopsy and 9 Surgical Cases. E. F 


S. L. Wang and F. C 


Blaneo.—p. 786. 

Review a 33 Cases in Negroes. W. S. Quinland. 

March Hemontobinuria: Report of 2 
Fatter.—p. 

Study of Sy oie in Male Relative to Fertility. L. Michelson.—p. 808. 

Ambulatory (Duty Status) Sodium Penicillin Therapy oi Gonorrhea in 
Male. D. L. Cohen and M. L. Grover.—p. 812. 

Treatment of Genitourinary Tract Infections with Penicillin. O. F. 
Nolan.—p. 817, 

“Studies on Etiology of Hunner Ulcer. 


Cases. W. W. Lindahl and M. E. 


T. O. Powell.—p. 823. 


Etiology of Hunner Ulcer.—In his investigations on the 
pathologic aspects of Hunner ulcer Powell was impressed by 
the similarity of the microscopic picture of progressive chronic 
lymphatic edema and the classic histologic description of elusive 
ulcer. In a study of vesical lymphatics he gained the impres- 
sion that the microscopic picture in a typical case of elusive 
ulcer is identical with a hypothetical case of chronic lymphatic 
edema in that area. Histologic sections of dogs’ bladders with 
partial lymphatic obstruction were not unlike those in the 
majority of reported cases of clusive ulcer. The pathologic 
process can be better appreciated grossly at the time of opera- 
tion than later when the tissues are fixed anc shrunken. The 
history in most instances indicates a chronic process over a 
long period, averaging five to ten years. Probably the majority 
of patients with the same early history overcome their lymphatic 
disturbance and recever. -Only the rare case with several 


mechanisms coming into play proceeds to the end result of 
Hunner ulcer. 


Maine Medical Association Journal, Portland 


36:117-134 (July) 1945 
Traumatic Rupture of Spleen, L. A, Guite.—p. 117. 


Use of Insulin in Malnutrition Due to Nervous Dyspepsia: Report of 
Case. M. Bacon.—p. 120. 


36:135-148 (Aug.) 1945 


Government, Physician and National Health. L. H. Berrie —p. 135. 
“Senate Bill 191." A. G. Eustis—p. 139. 


New England Journal of Medicine, Boston 
233:55-80 (July 19) 1945 

Anesthesia by Combined Intravenous Pentothal Sodium and Local Nerve 
Block. J. C. McCann.—p. 55. 

Death from Sulfadiazine with Agranulocytosis, Jaundice and Hepatosis: 
Report of Case. H. R. Siegler, J. N. Patterson and W. A. Johnson. 
—p. § 

Tumor of ' Carotid Body. H. K. Sowles.—p. 62. 

Psychiatry: Rehabilitation. V. P. Williams.—p. 64. 

Chronic Periappendical Abscess, Thrombophlebitis of Seibetie Mesen- 
teric, Splenic and Portal Veins, Multiple Liver Abscesses and Pan- 
creatic Abscesses. W. Richardson.—p, 69. 

Suppurative Otitis Media and Bilateral Mastoiditis: 
rhage into Adrenal Glands. D. Morelli.—p. 73. 


233: 81-142 (July 26) 1945 
Surgical Treatment ot Carcinoma of Rectum, E, P, Hayden.—p. 81. 
First Year of Emergency Maternity and Infant Care Program in Massa- 
chusetts. Florence L: McKay, Sallie Saunders and Etta Bloom.—p. 8&5. 
Acuté Ulcerative Colitis. F. M. Sulzberger.—p. 87. 
Body Fluid Physiology: Relation of Tissue Composition to Problems of 
Water and Electrolyte Balance. D. C, Darrow.—p. 
Accessory Spleen, R. R. Linton.—-p, 128. 


Bilateral Hemor- 


Myocardial Infaretion of Papillary Muscle, Healing with Deformity ot 
Mitral Valve; Organizing qc with Extensive Intra-Alveolar 
. Wheeler.—p. 132. 


Fibrosis of All Lobes. E. ¢ 
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British Medical Journal, London 


1:795-830 (June 9) 1945 
“Effects of Protein Diet on Infective Hepatitis. E. M. Darmady.—p. 795. 
Civilian Dyspepsia. F. A. Jones and H. Pollak.—p. 797. 
Nutritional Macrocytic Anemia and Animal Protein of Diet. G. F. 
Taylor and P. N. Chhuttani.—p. 800. 
Diagnosis of Doubtfully Penetrating Abdominal Wounds. 


C. Donald. 


*Fatality of Gas Gangrene in Relation to Treatment. M. G. MacFarlane. 


—p. 803. 
Pyopericardium Treated with Penicillin. 

and R. M. Ainsworth.—p. 806. 

Effects of Protein Diet on Infective Hepatitis.—Dar- 
mady reports 61 cases of infective hepatitis, of which 32 were 
treated with high protein diet with’ superadded vitamin B 
complex and 29 by a classic low fat diet in which the protein 
was not augmented. Those on the experimental diet did not 
show improvement over those in the control series. This is in 
striking contrast to the claims made by Beattie, who has stated 
that it is possible to reduce the time spent in the hospital with 
hepatitis by as much as 37 per cent by dietetic measures alone. 
He further states that, roughly, the average stay in the hospital 
is inversely proportional to the daily intake of protein. The 
author cites factors which suggest that the effect of protein is 
maximal as a protective but not as a restorative measure and 
that, as protein deficiency is not found in the Royal Air Force, 
this may be the reason for the similarity of the two series. 
It is clear that no harm arises as the result of the increased 
protein. 

Fatality Rates of Gas Gangrene.—MacFarlane says that, 
out of a total of 295 reports of anaerobic infections on army 
form f 1241 between the beginning of the campaign in Sicily 
and June 1944, 185 reports have been considered to be typical 
of cases of gas gangrene. The reduction in the death rate 
when antitoxin and bacteriostatic drugs were used in addition 
to surgical measures affords a striking testimony to the value of 
the combined method of treatment. However, the ancillary 
measures had their limitations in cases in which surgical 
excision was impossible. There was no significant difference 
in the death rate between those who received penicillin systemi- 
cally and those who did not, even among cases in which a 
decrease might legitimately be expected if effective chemo- 
therapy could compensate for inadequate surgical excision. 
This implies not that penicillin is without value in the treatment 
of gas gangrene but simply that its value as a specific treatment 
in the sense that the death rate was lower among those treated 
is not proved. Whether penicillin controlled the bacterial infec- 
tion is another matter and one difficult to assess when several 
measures were often employed. It seems possible that when 
there is a failure of circulation through the infected area the 
local application of penicillin might be the more effective route. 
In a number of cases the immediate cause of death was renal 
failure rather than a fulminating toxemia, and there is a 
similarity between this type of case and the crush syndrome. 
The hypothesis that a toxic substance is absorbed from muscle 
damaged by trauma or ischemia is not new, but lately, with 
the recognition of the crush syndrome and the occurrence of 
massive limb wounds, it has aroused much interest. It is not 
unlikely that a necrotic bacterial toxin, such as Clostridium 
welchi alpha toxin, might accelerate or augment the liberation 
of a “muscle toxin” and thus have a potent, secondary effect 
in addition to a direct action on a vital organ. The combined 
method of treatment with surgical measures, intravenous anti- 
toxin and bacteriostatic drugs was highly effective in reducing 
the death sate in cases of gas gangrene of the leg or arm. The 
death rate in cases of gangrene of the thigh, buttock or shoulder 
region was approximately 40 per cent in spite of such treatment, 
even among those who received penicillin systemically. 
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Medical Journal of Australia, Sydney 
1:529-546 (May 26) 1945 


Blood Groups, Subgroups, M, N Types and the Rh Factor in Fijians, 
R. T. Simmons, J raydon and G. Barnes.—p. 


Pelvic X-Ray Measurements and Pelvic Contraction. “4 W. Frecker. 
—p. 532. 

Radiology of Types and Their Obstetric Significance. D. G. 
Maitland.—p. 537. 


1:553-576 (June a 1945 
Management of Peptic Ulcer. L. J. 


J. Nye.—p. 55; 

Urinary Colic Due to Crystalluria and Calculi in Hot Humid Climates. 
T. F. Rose.—p. 558. 

Clinicopathologic Study of 5 Cases of Ependymoma. C. Swan.—p. 561, 


Practitioner, London 
155:1-64 (July) 1945 


Organization of Cancer Service. E. R. Carling.—p. 1. 
Recent Advances in Knowledge of Malignant Disease. W. E. Gye.—p. 5. 
Surgical Treatment of Malignant Disease. G. Keynes,—p. 14. 


Radiotherapy in Treatment of Malignant Disease. D. W. Smithers and 
W. V. Mayneord.—p. 20. 
Mortality from Malignant Disease. A. B. Hill.—p. 27. 


Tubercle, London 
26:73-9 (May-June) 1945 

Rapid Growth of M. Tuberculosis in Embryonic Tissue Medium Con- 
taining Penicilliy. I. Friedmann.—p, 75. 

Tuberculosis in Belgium During War. Gengou.—p. 82. 

Treatment of Tuberculous Empyema by Aspiration Followed by Instil- 
lation of Promanide with Phemeride.  T. Jarman and G, J. 
Morris. 

Hospital, Rio de Janeiro 
27:877-1045 (June) 1945. Partial Index 
spree and Clinical Evaluation of Pulmonary Tuberculosis. L. Saye. 
877. 


7 in Noma. C. Pernetta, H. De Martino, N. J. Farah and 
S. 93. 


. Moreira.—p. 8 
ealatiion in Noma.—Pernetta and his collaborators report 
a case of noma in a child 3 years of age with generalized tuber- 
culosis and with Ascaris lumbricoides infection. The treatment 
consisted in intramuscular injections of 10,000 Oxford units of 
penicillin every three hours and daily local injections of a 
solution of 5,000 Oxford units in isotonic solution of sodium 
chloride for three consecutive days. The total dose of penicillin 
administered was 300,000 Oxford units. Spread of noma was 
arrested after the first injection, the necrotic tissues sloughed 
away and the wound rapidly healed. 


Acta Dermato-Venereologica, Stockholm 

25: 207-288 (Nov.) 1944 
Gonococcic Vulvovaginitis in Little Girls: 
ment with Sulfathiazole: 

P. Lequime.—p. 2 

Culture of Gonococci in : Gonorrhea. H. Engelson and E. Larre.—p. 
Finger Infection Caused by Fusobacterium and Spirochetes, with 
cussion of Fusospirochetal Infection of Fingers. O. Lahelle.—p, 264. 
Case of Seborthea with Comedones in Conjunction with Facial Paralysis. 
H. Nexmand.—p. 275. 
*Genital So Transmitted by Sexual Intercourse. T. M. Vogelsang 

and R. S. Melsom.—p. 281. 

Genital Diphtheria Transmitted by Sexual Intercourse. 
—Vogelsang and Melsom report the case of a man, aged 32, 
who consulted one of the authors for a genital sore ‘on the fore- 
skin, which had a grayish white appear*nce and was indurated, 
Treponema pallidum could not be found and Wassermann, Kahn, 
Meinicke and Miller reactions were negative. Two weeks later 
the foreskin and penis showed considerable swelling, and phimo- 
sis had set in. The patient had similar sores on one finger 
and on the thigh. Bacteriologic examinations revealed diph- 
theria bacilli in all three sores. The fauces were injected and 
also yielded diphtheria bacilli. The man’s mistress was found 
to have a genital sore and erosions which were free from 
Treponema pallidum but contained diphtheria bacilli. Her throat 
and nose showed no signs of diphtheria. It is supposed that in 
the man autoinoculation with diphtheria bacilli proceeded from 
fauces to penis and subsequently to other sites. The lesion on 
the penis seems to have appeared from four to five days earlier 
than the vulvar lesion in the woman, and it is assumed that 
the infection was transmitted from the man to the woman. 


Clinical Aspects and Treat- 
107, Cases. M. M. J. Decoux an 


530 
V 12 
194 


VorumMe 129 
NUMBER 7 


Book Notices 


Microbial Antagonisms and Antibiotic Substances. By Selman A. 
Waksman, Professor of Microbiology, Rutgers University, New Brunswick, 
N. J.) Cloth. Price, $3.75. Pp. 350, with 35 illustrations. New York: 
Commonwealth Fund; London: Oxford University Press, 1945. 

The application of antibiotics to the management of human 
disease has stimulated a tremendous interest in the subject oi 
microbial antagonisms. It is indeed fortunate that Professor 
Waksman has responded to the renewed interest in this field 
with an authoritative and comprehensive survey of the subject. 
iknowledge of the antagonistic interrelationships of microbes is 
not recent. These phenomena have attracted the attention of 
soil biologists for many years. The author’s original observa- 
tions are well known to students in this field. His purpose in 
this monograph is to present a review of the antagonistic activi- 
tics of micro-organisms, with emphasis on these associations as 
they occur in nature and their relation to hvman, animal and 
plant diseases, and to discuss the chemistry and mode of action 
of the known antibiotics and their application to the control of 
disease. 

The subject matter is presented in fourteen chapters. The 
introductory chapters are concerned with microbial antagonisms 
as they occur in nature. This is a fascinating exposition of 
hiologic processes and reveals how the very existence of man 
is dependent on these antagonisms. The nature of these antago- 
istic relationships is discussed, and then there are presented 
methods for isolating antagonistic micro-organisms and measur- 
ing the antibiotic action. A large number of antibiotic sub- 
stances have been obtained from various sources, many of them 
not being clearly defined at present. This information is detailed 
in four chapters and includes antagonists from bacteria, actino- 
mycetes, fungi and microscopic animal forms. It is of interest 
that some micro-organisms, including viruses, are capable of 
destroying viruses. The practical significance of this knowl- 
edge is obvious, but this aspect of the subject has been little 
explored. There is an excellent summary of present knowledge 
of the chemistry of antibiotic substances followed by a dis- 
cussion of the mode of action. Though the practical application 
of these substances to the control of human, animal and plant 
diseases is presented, the information will prove to be of little 
immediate use to the clinician. 

The text is presented in a scholarly fashion and it is wnusu- 
ally well documented. A_ bibliography of 1,016 references is 
appended. It is particularly gratifying to see the subject devel- 
oped along historical lines. The illustrations are first rate. The 
volume concludes with a helpful classification of antibiotic sub- 
stances and a glossary. There is a general index as well as 
an index of micro-organisms. This monograph will be read by 
many students and investigators working in this field. Precise 
information concerning the treatment of human disease is not 
available for the clinicians, and therefore the monograph cannot 
be recommended for this purpose. On the other hand, the well 
informed physician will profit by a careful reading of the book. 


Essentials of Body Mechanics in Health and Disease. By Joel E. 
Goldthwait, F.A.C.S., LL.D, Lloyd T. Brown, M.D., F.A.CS., 
Loring T. Swaim, M.D., and John G. Kuhns, M.D., F.A.C.\S. With a 
chapter on the Heart and Circulation as Related to Body Mechanics by 
William J. Kerr, M.D., F.A-C.P. Fourth edition. Cloth. Price, $5. 
Pp. 337, with 128 illustrations. Philadelphia, London & Montreal: 
J. B. Lippincott Company, 1945. 

The senior author of this standard volume ts a pioneer in the 
teaching and practice of this important subject. The national 
need fer physical fitness has been shown in the mobilization 
of the nation’s strength for war. In the armed forces the aim 
has been to secure strength, agility and endurance. Good body 
mechanics is essential in obtaining and maintaining all three. 
The large number of rejections in selective service examina- 
tions proves the importance of the subject. Medical examiners 
agree that most of the defects causing rejection are preventable. 
Some deformities and defects of adults could have been pre- 
vented by training in good body mechanics during childhood. 
Many of those rejected for various physical deformities could 
be rehabilitated or brought to greater usefulness and efficiency 
by appropriate training. It is possible through training in cor- 
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rect body mechanics to accelerate the return of both good func- 


- tion and health by teaching the body to work more efficiently. 


The proper training for the greatest physical efficiency and the 
early recognition and treatment of defects which lead to disease 
are among the chief concerns of the physician. Life expectancy 
has increased greatly during the past two decades. It is the 
duty of the physician to keep older persons as useful as possible 
and free from pain. Aging is a physiologic process which can- 
not be prevented. However, much can be done to minimize 
disability, to delay the appearance of disease and to keep func- 
tional and mental capacity at a high level. In this attempt the 
principles of treatment outlined in this book will be found help- 
ful. In this edition many new illustrations have been added. 
The chapter on disabilities of the feet has been rewritten. The 
entire book has been reviewed and, revised. 


A Syncpsis of Medicine. By Sir Henry Letheby Tidy, K.B.E., M.A,, 
M.D. Eighth edition Cloth. Price, $7.50. Pp. 1,215. Baltimore : 
William Wood & Company, 1945. 

At first glance one wonders whether there is a worthwhile 
indication for any synopsis of medicine. However, the fact 
that this book has lived successfully for twenty years and is in 
its eighth edition scems to justify its place in the medical 
library. The author makes no pretense of substituting this 
work for a textbook but recommends it to medical students 
who are facing examinations, to the hurried general practitioner 
and to the examiner or teacher who must prepare a lecture 
hurriedly. This edition follows Osler’s Principles and Practice 
of Medicine essentially in synopsis form. The etiology, symp- 
toms, pathology and treatment are summarized completely and 
thoroughly. Since the last edition there have been many 
changes made, especially in therapy, mainly because of the use 
of the sulfonamides and penicillin. Also rewritten are many 
diseases in which radical changes and progress have occurred 
in the six years since the seventh edition was published. For 
the limited use that a synopsis of medicine has, this book is 
highly recommended. 


Tricomoniosis vaginal. Por Manuel Luis Perez y Oscar Blanchard. 
Paper. Pp. 173, with 26 illustrations. Buenos Aires: Libreria y Edi- 
torial “El Ateneo,” 1944, 

Among the subjects covered in this book are the history of 
Trichomonas vaginalis vaginitis as a clinical and pathologic 
entity; anatomy, physiology and physiopathology of Trichomo- 
nas vaginalis; methods of identification of the organism; experi- 
mental infection in both animals and human beings; clinical 
symptoms and signs; differentfation between vaginal trichomo- 
niasis and intestinal and buccal types; associated pathogenic 
organisms; complications of Trichomonas vaginalis vaginitis ; 
treatment of the condition, and extravaginal complications and 
genitourinary disturbances in men as the result of vaginitis. 
The authors have reviewed practically every article written on 
the subject of Trichomonas vaginalis vaginitis, and this, of 
course, includes a huge number of papers contributed by Ameri- 
eans. The book is written in easily understandable Spanish and 
it is beautifully illustrated not only in black and white but also 
in color in the form of drawings and photographs. The pub- 
lishers have done their part magnificently because the paper is 
of excellent quality, the typography is clear and the illustrations 
have been faithfully and clearly reproduced. This monograph 
should be in the library of every gynecologist. 


Nutritive Values of Wartime Foods (Tables Compiled for the Accessory 
Food Factors Committee). Medical Research Council War Memoraudum 
No. 14. Paper. Price, ls. Pp. 5% London: His Majesty's Stationery 
Office, 1945, ; 

This pamphlet comprises a number of tables of foods grouped 
in the commonly used categories of cereals, meats, dairy prod- 
ucts and so on. The nutritive values of the foods listed are 
given with respect to the three basic components as well as 
iron, calcium and vitamin$ A, B,; and C. These are computed 
on an “edible portion” and “as purchased” basis. The figures 
given represent the first compilation of such figures on British 
foods for use in evaluating dietary data. The values represent 
da.a secured from governmental and private individuals. They 
have been gathered and appraised by the Committee on Acces- 
sory: Food Factors. 
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532 QUERIES AND 


‘Queries and Minor Notes 


THE ANSWERS HERE PUBLISHED HAVE BEEN PREPARED BY COMPETENT 
AUTHORITIES. | THey DO NOT, HOWEVER, REPRESENT THE OPINIONS OF 
ANY OQEFICIAL BODIES UNLESS SPECIFICALLY STATED IN THE REPLY, 
ANONYMOUS COMMUNICATIONS AND QUERIES ON POSTAL CARDS WILL NOT 
BE NOTICED. EVERY LETTER MUST CONTAIN THE WRITER'S NAME AND 
ADDRESS, BUT THESE WILL BE OMITTED ON REQUEST. 


PENICILLIN FOR SINUSITIS 
To the Editor:—What is the status of penicillin in chronic sinusitis? What 
of its use locally? J. Clark Cooper, M.D., Villisco, lows. 


Answer.—The value of penicillin as a local therapeutic agent 
in chronic sinusitis has not yet been fully determined. In gen- 
eral two requirements should be fulfilled in order to anticipate 
a favorable effect: The infection must be due to bacteria against 
which penicillin is effective, which are mainly staphylococci, 
Streptococcus hemolyticus, pneumococci and the anaerobic 
streptococci; and the penicillin solution must be brought into 
contact with the infected areas for a long enough period to 
permit a favorable action. Factors which are likely to impede 
or. prevent a satisfactory effect of penicillin are the presence of 
irreversible hypertrophic changes in the mucosa creating inter- 
ference with the normal mechanism of drainage and the prvsence 
of such bacterial organisms as the gram negative bacillary types. 
Acute exacerbations of a chronic sinusitis have responded well 
to parenteral administration of penicillin. Chronic suppuration 
which has been localized chiefly to the maxillary antrum and 
anterior ethmoids has sometimes responded well following 
removal of the pus and instillation of penicillin solution. Empy- 
ema in which the predominant organisms were of the gram 
negative bacillary types have also sometimes responded well to 
such treatment. 


The results so far reported indicate that penicillin will have 
a definite value as a local therapeutic agent. 


COUGH ASSOCIATED WITH EATING 

To the Editor:—A woman aged 19 developed a severe cough two months ago, 
which comes on during or immediately after eating. Physical examination 
is negative except that she is a stammerer. Films and competent 
fluoroscopy examination carefully repeated are negative. A good eye, ear, 
nose and throot specialist finds some smal! local throat condition which 
he ascribes to postnasal drip which might be causative; however, treatment 
of this condition has produced no results. The pulse rate is 70; blood 
pressure, urine, serologic reaction, heart, diaphragm, abdomen and history 
ore corm. Leland H. Anderson, M.D., Aurora, Ill. 


ANSWER.—The question does not state definitely whether the 
x-ray examination included fluoroscopy of the esophagus. 
Patients with cardiospasm may complain primarily of a trouble- 
some cough after eating. Assuming that this possibility has 
been excluded and with no evidence of an organic connection 
between the esophagus and the tracheobronchial pulmonary sys- 
tem, the possibility of a faulty mechanism of deglutition must 


be considered. 


The usual mechanism for production of cough on swallowing 
is the entrance of food into the larynx. This is normally pre- 
vented by the contracture of the thyrohyoid muscle, which raises 
the trachea and brings its opening under the shelter of the 
epiglottis and the root of the tongue. The elevation of the 
larynx is the important safeguard. When the larynx is fixed 
by disease or its movement is hindered, swallowing is difficult 
or impossible. Coincidentally with the upper movement of the 
larynx the vocal cords are approximated. A short inspiration 
(inspiration of swallowing) occurs at the commencement of 
pass alse and is followed by complete inhibition of respiration, 
which persists to the end of the second stage of swallowing. 
The fact that the patient is a stammerer may be important. 
Stammering is a disturbance of muscular function and coordi- 
nation probably emotional in origin and thus related to the 
psychoneuroses. Speech employs muscle groups concerned in 
the elemental processes of suckling, chewing, breathing, swal- 
lowing and vomiting. Possibly underecertain conditions of emo- 
tional strain imcoordination of the muscles of deglutition may 
occur sufficient to allow particles of food to enter the larynx 
and thus initiate the cough reflex. Therapy would entail a 
thorough examination by a competent otolaryngologist and a 
neuropsychiatrist. The possibility of chewing more solid foods 
in an effort to produce a pasty bolus less likely to spill into 
the trachea might be considered. Perhaps the effect of eating 
alone might be given a trial. 
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INELIGIBLE BLOOD DONORS 


' To the Editor:—The traveling Red Cross blood bank unit has been in this 


village on two occasions. Following each such collection the local chair- 
man of the Red Cross has received a list of names of donors who should 
not be used again. What is there in the processing of plasma that should 
cause the processing plant to recommend against certain persons being 


accepted as donors? Edmund J. Quirk, M.D., Chelsea, Mich. 


Answer.—The list described is not compiled by the plasma 
processing laboratory. It represents the persons who, in the 
opinion of the physician in charge of the mobile unit, should 
not be blood donors on account of various physical conditions, 
such as heart disease, high b pressure, anemia, gastric 
ulcers, underweight or history of malaria. The list, simply 
made up as names and without reasons or diagnoses, is sent to 
each local chapter so that the soliciting of ineligible persons as 
donors for future mobile unit visits can be avoided. The only 
persons whom the processing laboratory recommends not to take 
as future donors are those whose blood is serologically positive 
for syphilis, but the names of these persons are not included in 
the list to which reference is made. 


DERMATITIS AND THE MENOPAUSE 
To the Editor:—During the last three years | have encountered a few cases 
of an identical skin condition. The affected patients are physically healthy 
women of a rather nervous type in the midst of the menopause and 
without important vasomotor symptoms. They present an erythematous 
papular dermatitis with a tendency to chronicity localized on and around 
the ear lobules and extending into the external auditory canal. Improperly 
handled, patches of dermatitis madidans or crustosa appear. Itching is a 
most annoying factor, especially in the auditory canal. From the ear it 
tends to spread retroauricularly toward the scalp and preauricularly to the 
cheeks and neck, with occasional papules over the sternum and the limbs... 
Local treatments used routinely have no effect. A high dose of estrogen. 
given intramuscularly in an empirical dose twice weekly brought about 
complete clearing in three to four weeks. A mild cream was used locally. 
Itching subsided within two or three days after the first injection. The 
doses that | used were 50,000 international units of estrogen (I used 
Progynon B) as the initial dose, with doses of 10,000 units to follow. 


Charles J. Mehimann, M.D., New York. 


_ ANswer.—The dermatologic condition, according to the data 
in the query, suggests a contact dermatitis due possibly to some 
cosmetic preparation or some other external agent perhaps 
carried by fingers. It is difficult to decide whether these cases 
started simply as an eczema, so called, of the ears, or whether 
there was a monilia infection in the beginning, or whether there 
was a seborrheic factor in the scalp as a starting point. ; 


It is impossible to explain why the high doses of estrogen 
should effect such a change. Some women about the time of 
the menopause will have conditions of various organs respond 
favorably to additional estrogen. It would be difficult to decide 
which of three factors was the more important: (1) the effect 
of the estrogen, (2) the effect of planned treatments with a 
hypodermic needle, in other words, the psychotherapeutic effect, 
or (3) the use of a mild soothing cream externally, perhaps as 
a contrast to the many different, often strong agents which are 
sometimes used to help such conditions. 


TREATMENT OF FILARIASIS 
To the Editor:—\ should like references to the best opinions on the treatment 
of patients infected with the filaria organism. 


Robert D. McCradie, M.D., Ookland, Calif. 


.\NSWER.—There are several types of filarial organisms, the 
most common of which is Wuchereria bancrofti. This organ- 
ism is responsible for practically all of the infections in the 
service men. The treatment of these early infections is entirely 
symptomatic, but because of their mildness little or nothing is 
needed. The main symptoms are retrograde lymphangitis, tender 
lymph nodes and occasional lymph edema. Al) are transient. 
There are no chemotherapeutic agents of any proved value. 
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WATERY CYSTS OF THE CONJUNCTIVA 

To the Editor:—in the query on Watery Cysts of the Conjunctiva in 
The Journal, Aug. 25, 1945, page 1260, what Dr. Thompson describes 
conforms to the appearance of the condition called lymphectasia. Lymph- 
ectasia results from dilatation of the lymph channels of the conjunctiva. 
The cysts appear as small transparent beads. They cause little or no 
trouble. If treatment is required they may be opened or excised. 

. M. M. Cullom, M.D., Nashville, Tenn. 
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